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JEFFREY A. LIEBERMAN

Interviewed by Shitij Kapur

Scottsdale, Arizona, December 9, 2008

SK: My name is Shitij Kapur.  I’m a psychiatrist, a member of the ACNP and I’m the Vice Dean of Research at the Institute of Psychiatry in London UK.  It’s my pleasure today to interview Professor Jeffrey Lieberman,( Lawrence Kolb Professor of Psychiatry and the Chairman of the Department of Psychiatry at Columbia for ACNP’s archives. Professor Lieberman is also the Director of the Lieber Center for Schizophrenia Research, in addition to being the Director of the New York State Psychiatric Institute and the Psychiatrist-in- Chief of the Columbia University Medical Center of the New York Presbyterian Hospital.  Professor Lieberman is undoubtedly one of our most prominent psychiatrists and scientists and it’s my pleasure to interview you today.

JL: Thanks, Shitij.  It’s a pleasure to be here.

SK: Now Jeff we’ll go through in a sort of chronological order of your life, and we’ll start with where it all began, so where were you born?

JL: I’m originally from Cleveland, Ohio, and I was born and raised there.  Then, I went off to college at Miami University in southern Ohio, as opposed to the University of Miami in south Florida and then came east to medical school at George Washington University School of Medicine. After graduating I went to New York for my training where I was a resident at New York Medical College Saint Vincent’s Hospital and, then, moved on for research training at the Albert Einstein College of Medicine and the Bronx Psychiatric Center.

SK: How many states had you already done by that time?  It seems you were in quite a few of them.

JL: Well, I moved around, went from the Midwest to Washington, which I guess is the Mid Atlantic region of the United States and, then, to New York and I’ve been in New York, where I currently am ever since, except for a ten year period at the University of North Carolina.

SK: What drew you into medicine, in the first place?

JL:  I always had an interest in medicine, because at the time I was growing up it was a respected and very attractive profession and it seemed to be a worthy profession to aspire to, and I always liked science.  I was also intellectually curious so it was easy to develop an interest in medicine.  What galvanized it and also tended to push me in the direction of the neurosciences was that in the period I was in college, in the 1960’s and the early 1970’s, there was a great cultural ferment and pharmacologic experimentation that led to changes in ideas in terms of various chemicals  being able to change the state of the mind. I remember taking a course in the Biochemistry of the Brain, and becoming fascinated to think that the thoughts and feelings people had were reducible to electrical charges and chemical molecules, and you could do experiments which would change the behavior of animals and humans. And then, came, the introduction of hallucinogens with the discovery of LSD. It was an incredibly dramatic experience to observe that a microgram, a minute quantity could profoundly alter someone’s mental state, which then dissipated and the individual reverted to what had been their normal state. 

SK: You said that you only observed these experiences.

JL: That’s right.  

SK: That’s for the record!  I have to get it right.

JL:  Like our former president, I never inhaled.

SK: Did you do any research while in college?

JL: In graduate school, I was taking the typical Arts and Science curriculum with a major in Biological Sciences, so I did a variety of experiments in the laboratory and that was reinforcing in terms of what I had been thinking about beforehand.  I was excited by the idea of studying human biology and physiology and to be able to do experiments to manipulate these variables to a desired outcome.

SK: As you went into medical school did you know that you were going to be psychiatrist?

JL: I was sort of inclined towards that, but I hadn’t made a decision by any means.  I wasn’t somebody who said I want to grow up to be a psychiatrist. I went through the typical paths of doing the first years in basic science and the third year clinical clerkships where you rotate through all the medical disciplines. I went through the usual process of, when I was in OB/GYN, I felt that would be an interesting field to go into, and when I was in surgery, I thought surgery is really exciting, but psychiatry really resonated with what was previously my inclination.

SK: I don’t know exactly how things were in your medical school, but it would be a reasonable guess that psychiatry in medical school at that point in time was not biological, or was it?

JL: No, it wasn’t.

SK: So, how did you find psychiatry attractive?

JL: I was very intrigued by the things people were getting interested into with regard to psychoanalysis, group therapy, family therapy, the whole multi-generational family therapy and family systems of Gregory Bateson, Jay Haley and people like that, which were  prevalent at that time.  Still, the greatest interest to me was the brain and how it could give rise to mind, personality and behavior. When I was doing rotations in psychotherapy, group therapy and the like, I was also taking electives at the NIMH, which I could do because I was in Washington, DC. 

SK: So you did electives at NIMH while a medical student?

JL: I had an elective with Professor Roscoe Brady, a famous neurochemist, and made discoveries in collagen storage diseases. This was a rigorous exposure to the application of neurochemistry to brain and mental functions. In the early days of the NIMH, when it was still located on Wisconsin Avenue, as opposed to Bethesda or Rockville, I did some electives with a couple of people there.

SK: Was that critical in your decision to go into psychiatry?

JL: It was during my fourth year that I was doing electives, so by that time I’d decided.  

SK: The electives gave you a glimpse of what psychiatry could be?

JL: Right, but even if I knew that I would go into psychiatry I still wasn’t sure that I was going to pursue an academic career.

SK: So where did you take your residency?

JL: At New York Medical College, Saint Vincent’s Hospital.

SK: How did you choose that program?

JL: I wanted to go either to New York or one of the West Coast cities, and Saint Vincent’s was an interesting program, because it offered an eclectic curriculum.  The training director was a protégé of Paul McHugh and was trained in the tradition of phenomenologists. It had an unusual orientation for a psychiatric program.

SK: Did you do a standard four year residency?

JL: Yes.

SK: When did your interest turn to academic psychiatry or neuropsychopharmacology?

JL:  Probably late in the process. As you know residency in your first year is a blur. You’re rotating through all the different services and take call at night.  In the second year you do inpatient service, so you’re admitting and taking care of numerous people with all the different manifestations of the major psychiatric disorders.  The third year was mostly outpatient psychiatry, child and adult psychiatry with some consultation liaison. And, then, in the fourth year, I began to do electives, and the elective I did was research, psychopharmacologic trials.

SK: What was the first clinical trial you found yourself doing?

JL: The first trial was with an antipsychotic drug that’s still available, but little used, called loxapine. It was a Phase II study.  But what really sparked my interest was reading journals like the American Journal of Psychiatry and the Archives that were more scientific and biological. This was now the late 1970’s, and psychopharmacology was coming to fruition. There were two studies that crystallized my interest.  One was done by Sam Gershon and Baron Shopsin, who were at NYU at the time, trying to determine the basis of the therapeutic effects of antidepressants.  They treated acutely depressed people with antidepressants and then introduced parachlorophenylalanine or alpha-methylparatyrosine to inhibit the synthesis of serotonin or norepinephrine. They found that PCPA reversed the therapeutic effect of antidepressants. 

SK: And AMPT did not.

JL: AMPT did not and so it seemed that serotonin was the critical neurotransmitter.

SK: So you were clearly intrigued by the end of your residency. But what did the average smart young psychiatrist graduating from New York want to do in those years? 

JL: They were doing analytic training and they were getting trained in general psychiatry, likely with the intention to go into clinical practice.  It was probably a minority considering an academic career.

SK:  What would academic careers in those days look like?  So, if you were a resident finishing residency what were the options available?

JL:  The majority went into practice, because the healthcare financing system was not yet fully dysfunctional and reimbursement was reasonably good.

SK: If you wanted to move into an academic career, were there any options?  Did you have to do a post-doctoral fellowship?

JL: Most people would do a clinical fellowship to have sub-specialty training in a particular area like child psychiatry, consultation liaison, geriatric, administrative, and then seek to be affiliated with a medical school, a teaching hospital, to run a unit, or a clinic, or direct a training program.

SK: What we would consider today clinical faculty?

JL: Right.

SK: Those who wanted to be clinician scientists, were there tracks available or did they have to create one for themselves?

JL: Well, tracks were in evolution; the scientific workforce in psychiatry was just taking shape.  Post World War II, the NIMH was created and all of the scientific training in psychiatry took place at the NIMH. Graduates who wanted to pursue a scientific career needed to go to there for training. By the 1970’s there had been an effort to broaden the base of training to academic departments, but, the NIMH intramural program was still the Mecca.  

SK:  What attracted you to follow that track, after you finished residency?

JL: I wasn’t going to go to the NIMH, but I had no particular reason for not going.

SK: You just liked New York?

JL: Right, it was basically a matter of how to pursue training through a Fellowship and Columbia was a great program at the time.  Cornell was still very analytic. At Mount Sinai, Marvin Stein, had just taken the Chair and was changing the emphasis from very psychoanalytic to something which was more eclectic. Albert Einstein was really one of the leading programs in the country at the time.

SK:  Who was the head of that program?

JL:  The head of the program in 1980 had been Edward Sachar, a pioneer in leading this revolution in psychiatry. He was introducing what is now the forerunner of modern neuroscience. Sachar was trained in neuroendocrinology and studied hypothalamic pituitary axis mechanisms and their regulation by neurotransmitters.

SK: That was all the rage in those days.

JL: Exactly. He was the Chair at Einstein. In the 1960’s and 1970’s it was one of the leading, if not the leading department in the country.  Then, in 1978, Sachar took the Chair at Columbia. So, by the time I got to Bronx, Wagner Bridger was the acting Chairman and Wagner was a credible guy.  He had been trained and was scientifically active in basic neuroscience before it was even remotely fashionable for a psychiatrist to do so. He was one of a handful of people, along with  Eric Kandel and Sol Snyder, who were doing bench laboratory research in psychiatry.

SK: Did you work with him?

JL: He was head of the department, but I was working at the Bronx Psychiatric Center, one of the affiliate facilities, doing psychopharmacology. The area that I was working in was psychopharmacolgy and schizophrenia, but the particular focus of interest in research was tardive dyskinesia (TD).

SK: This was a major problem at the time. 

JL: It was a big problem with rising prevalence figures. 

SK:  What was your first rigorous research project in TD?

JL: Arnold Friedhoff at NYU, had developed a dopamine super-sensitivity hypothesis of TD. We knew from the work of Carlsson and Snyder that the mechanism of action of antipsychotic drugs was to bind to the dopamine-D2 receptor and antagonize dopamine so that chronic administration produced an up-regulation in a series of adaptive physiologic events; it was this up-regulation that produced therapeutic effects. We also knew that through their effect on the dopamine-D2 receptors in the striatum and consequent changes these drugs produced extrapyramidal symptoms which gave rise in vulnerable people to TD. Friedhoff’s theory was that if you stimulated these receptors to excessive dopaminergic activity you could down regulate them by a receptor modification strategy. The idea was to use L-DOPA, a precursor of dopamine, to achieve that.  

SK: To use L-DOPA in people with schizophrenia?

JL: Yes.

SK: So, they were on an antipsychotic and L-DOPA was added.

JL: Right, and he demonstrated you could down regulate dopamine-D2 receptors with L-DOPA administration in rodents, pretreated and concurrently treated, with a D2 antagonist.  So, we did that study.

SK: What were the findings?

JL: It worked to some degree but there was tremendous exacerbation of schizophrenia, as one might expect, because L-DOPA increased dopamine synthesis and release, in spite of concurrent treatment with neuroleptics that blocked D2 receptors.  

SK: So you moved into research on dopamine and schizophrenia?

JL:  That’s right, but before doing that we recognized that the use of L-DOPA wouldn’t work, and decided to try a dopamine receptor stimulant, instead of a precursor. So we designed a study with bromocriptine in tardive dyskinesia in which we gave it concurrently with an antipsychotic drug, but it blocked the therapeutic effect.  This demonstrated that, even if the hypothesis we tested was viable, it didn’t really lead to a successful therapeutic strategy.  So, I learned the hard way.

SK:  In the first two forays one good study turned out to be negative.

JL: Exactly.

SK: But, you persisted. Now, just to get the chronology right, which years are we talking about?

JL: This was from 1979 to 1982.

SK: Were you a Fellow or junior faculty?

JL: I was a Fellow and then moved to become junior faculty.

SK: So you were junior faculty in 1982?

JL: Right. At that time dopamine was clearly identified in the pathophysiology of schizophrenia by the work of Carlsson, Snyder, Meltzer and Stahl. At the same time, there was ongoing work by John Davis, David Janowsky, and Bert Angrist with challenge tests to enhance the release of dopamine, predict treatment response and break schizophrenia into pathophysiological subtypes. Since we knew that neuroleptics were effective but produced tardive dyskinesia, there was an effort to minimize human exposure to these substances by drug holidays, trying to determine who needed to remain on treatment indefinitely, who didn’t or whose medication could be reduced to low doses. We designed a study, using methylphenidate, to determine who could be withdrawn safely from medication.

SK: So you tried to identify patients with schizophrenia who were stable, by using a methylphenidate challenge? 

JL: We tried to do it by evaluating their behavioral response to the methylphenidate challenge.  We found was that patients with a mild activation of psychotic symptoms that subsided by the end of the day, were the ones with a very high chance of relapse. They relapsed much quicker than those whose symptoms were not activated. .

SK: So, all of them relapsed after their medication was stopped? 

JL: Right.

SK: So, it was a successful predictor? 

JL: Yes. 

SK: Are you still using the test?

JL: We don’t use it any longer.  But what we learned was that close to ninety percent of patients could remain off medicine for months, if not for years during a five-year period. The reason for doing that research was to find out whether one could avoid tardive dyskinesia by reducing cumulative exposure to medication. Then, in the 1990’s, drugs with lower neurologic side effect liability came into use and the fear of cumulative exposure diminished. Tardive dyskinesia somehow seemed a much more ominous and serious side effect than diabetes and weight gain which the new drugs can produce.

SK: Did you do any further analysis of the findings with the methylphenidate challenge?

JL: In further analysis we found that the group in which people relapsed the fastest and in the highest proportion was the one with activation of symptoms to methylphenidate and tardive dyskinesia, followed by the people who had activation of symptoms but no tardive dyskinesia and, finally, by the group who had tardive dyskinesia but no activation of symptoms to methylphenidate. What the findings indicated was that dopamine super-sensitivity was a phenomenon present in both the patients with tardive dyskinesia and in the patients with activation of symptoms to methylphenidate.

SK: Where did these findings lead to?

JL:  To an effort to study first episode patients prospectively. We began a study in the mid 1980’s, in which we followed the natural history of the illness and studied its underlying pathophysiology by a pharmacological challenge test and neuromaging techniques, first using CT scans and later serial MRIs. 

SK: At this time you were still at Albert Einstein?

JL:  I’d moved from Einstein to Hillside Hospital, so I was working at Hillside, and involved in studying expression of schizophrenia and underlying pathophsiology in the course of the illness.  

SK:  I would like you review your findings in those first episode studies from the mid 1980’s to the mid 1990’s. How did major findings from your groups and others, in those ten years, totally change our view about schizophrenia?   

JL: When I was in training and still in the 1980’s, therapeutic nihilism pervaded psychiatry about schizophrenia. Schizophrenia was the cancer of mental illness and you were doomed from the womb. We could suppress the symptoms of schizophrenia with neuroleptics, but ultimately the patient was going to degenerate and become disabled and there was not much you could do about it. So in the course of studying the first episode of a patient’s illness what became apparent was that, at the beginning of the illness, these were not dilapidated, deteriorated people, but normal like their peers, and responsive to antipsychotic medication in much lower doses than usually thought. What also emerged was that the prognosis of individuals was linked to how long they’re ill before they get their first treatment.  So the likelihood of achieving recovery or remission was related to the active period of psychosis before they were treated.  Richard Wyatt’s seminal paper published in 1991, in Schizophrenia Bulletin, reviewed the whole body of research pertinent to this issue.  The findings gave rise to the idea that psychosis was bad for the brain and you had to stop it in order to prevent damage.  At the same time, longitudinal imaging studies demonstrated that structural changes may exist to some degree, but of lesser severity in first episode compared to chronic patients. Our findings corresponded with those of René Kahn and many others.  There are amazingly consistent findings in more than a dozen methodologically rigorous prospective studies; there is some progression in gray matter volume reduction and ventricular subarachnoid space expansion that correlates with outcome. All findings indicate that if you get people early in treatment and minimize exposure to the disease, then morbidity can be limited.

SK: With hindsight all these findings look so evident and obvious, but at that point in time they were not. The findings highlight schizophrenia research in the early 1990’s. By that time all the new, so called, atypical antipsychotic medications came in. How did you find yourself in the midst of that debate?

JL: As I mentioned, my interest in psychiatry was sparked by an interest in pharmacology and when the newer medications were introduced, beginning with clozapine, my question was what makes clozapine and the new drugs different from other antipsychotic drugs.  Being at Hillside, I had the opportunity to work with clozapine when it came back into the investigative process. Even if not a breakthrough drug, clozapine represents an advance in our armamentarium of antipsychotics.

SK: So, at Hillside, you were at the heart of some of the major breakthroughs in pharmacotherapy in psychiatry. But, rightly and wrongly, you would become most closely associated with CATIE.  So, how did CATIE come to be?

JL:  CATIE came to be mainly by circumstances in which I was enveloped and not in any way by my own initiation.

SK: Okay, we should clarify that. So tell us about the ferment and the feelings that gave rise to the funding, leading to CATIE; what led you to put together the partnership that finally became CATIE?

JL:  The antipsychotic drugs were a large group of medications, widely used but generally regarded to be pharmacologically the same.  The first real advance came with the introduction of clozapine, a breakthrough because it was effective in people who were unresponsive to all the other treatments.  And at the same time, clozapine had this terrible side effect, agranulocytosis.  It also had cardiac and metabolic side effects which were, like tardive dyskinesia had been, a big concern. There was a tremendous effort to duplicate clozapine that lead to the introduction of numerous second generation drugs beginning with risperidone, olanzepine and quetiapine, through the decade of the 1990s with ziprasidone introduced in 2001 in the United States. These drugs were seen as clozapine like; they inherited clozapine’s reputation and didn’t have to prove it. They were thought to be better and safer and became widely utilized. Over ninety percent of all prescriptions were for these newer medications; the price tag was extraordinary.  The cost of the antipsychotic drug market in the US was less than five hundred million dollars in 1990 and, by 2001, it was over ten billion dollars.

SK: Ten billion?

JL: Ten billion! So people were beginning to wonder whether these drugs were really better and if they were worth the additional cost.

SK: We should take a moment, to record for history, that the period from 1993, till when risperidone was introduced, seemed like a glorious period. There was a sense of optimism, a lot of it, perhaps, misbegotten, and advertising for antipsychotics took over the field in a big way.  It was quite a time for schizophrenia; from having been a forgotten illness to suddenly being the darling. 

JL: That’s right.  It was a very compelling time in psychiatry, as if we had really become a scientific discipline. We were making progress. Here’s the evidence.  We’ve got these wonderful new drugs; on the depression side we had developed fluoxetine, Prozac, developed by Ray Fuller at Lilly.  Now we had all the SSRI’s.

SK: It was a compelling period for psychopharmacology.

JL: That’s right, and we felt we were on the march to eradicate mental illness or, at least, alleviate symptoms with fewer side effects.

SK: It was on the cover of Time Magazine.  It was everywhere.

JL: That’s right.

SK:  You’re saying that by 2000, there was a beginning glimmer of doubt?

JL:  The bloom was coming off the rose, because the outcomes that were expected were not being seen by clinicians in their patients.  The costs of mental health care were not substantially diminished but the cost of medications had increased enormously.  So the question was what’s going?  So the NIMH decided to do what a number of other Institutes within the NIH, mainly cardiovascular disease, cancer and neurology had done previously. This was to get into the new fashion of large, practical, clinical or pragmatic trials to address the real world effectiveness of treatment, as opposed to the more pristine and rarified efficacy seen in rigorous randomized controlled studies, done for drug regulation and approval.  NIMH decided they were going to request studies to evaluate the effectiveness of antipsychotic drugs in schizophrenia and they put out an RFA to do it.  I had moved to the University of North Carolina when I obtained the grant in the mid 1990s.

SK: So you had finished your tenure at Hillside and moved to be the Chair at North Carolina?

JL: The Vice-Chair for Research and the Director of the Mental Health Clinical Research Center.

SK: From there you led the CATIE initiative.  When did it start?

JL: Applying for the contract and the application process began in 1998.  The project was awarded in October 1999, and the contract began in January 2000.

SK: This was a substantial contract.  It’s a matter of public record, how large was it?

JL:  There were two studies. For schizophrenia, on one hand, and for Alzheimer’s disease with psychosis and agitation, on the other.  It turned out to be sixty million dollars.

SK:  That was probably the biggest contract ever.

JL: It was the biggest contract the NIMH had ever done.

SK: Tell us what it was like organizing something of this magnitude which hadn’t ever been done in psychiatry?

JL: It was a little like mobilizing for war; recruiting a set of generals and officers to participate in the process, so there were a number of institutions involved.  Duke, UNC, Yale, University of Southern California and the University of Rochester were the lead institutions. Then we recruited a network that totaled eighty sites, including both schizophrenia and Alzheimer’s disease.

SK: Wow!  And you had support from Quintiles.

JL: Yes. We partnered with a contract research organization to deal with study management.

SK: Which is an interesting example of a new kind of collaboration, because the size and scope was so large it couldn’t have been done from academic auspices.

JL:  That’s exactly right.  We had to make a decision about whether to create an academic CRO or to partner with one. Given the timeframe, and when you’re under a contract, there are milestones and deliverables. So, since they were investing sixty million dollars, we realized we better not screw this up!

SK: You certainly didn’t.

JL:  We didn’t screw it up, but we stirred things up!

SK:  Let’s get to that.  So the results came out when, in 2005?

JL: 2005. We began the project in 2000, and the first year was designing it.  The question they wanted us to answer was how the first generation and second generation drugs compare, are the new drugs better? At the time it seemed a foregone conclusion that the second generation drugs were better.

SK:  I remember debates with the ACNP. People felt it was futile to do the study; that we know the second generation antipsychotics are better, so you’re wasting your time.

JL: That’s right, but the question should have been, how do the second generation drugs compare to each other, which is better or in which patient is one or another better. That was the second question.  And the third question was what is the cost effectiveness of these treatments?  So, the first year we designed the study but it wasn’t just designing it; we had to vet it. It had to be presented to a whole series of stakeholder groups and the NIMH had to bless it. It ended up, to some degree, being a study designed by a committee. We began, in 2001, enrolling patients and we completed enrollment in 2004.  We immediately locked the database, cleaned it and in near record time, within four months, finished the analyses.  We wrote the paper and submitted it and it was published in September 2005 in the New England Journal of Medicine.

SK: That was a landmark paper.

JL: It was favorably reviewed.  We had to modify the paper in a substantial number of ways to satisfy the editors concerns and we had to tone down the discussion a bit, in terms of the interpretation. But, basically, it was very favorably reviewed and people saw this was something that had produced an extraordinary result.

SK:  People can go to the paper and read the results. I recommend they do so and tell us how the results clash with their expectations.  That may not be in any paper but it would be nice to record. 

JL:  When we designed the study, we felt we had to put the final nail in the coffin as to whether the second generation drugs were indeed superior.  That was the expectation.

SK: Was that your expectation?

JL: Yes, we felt we would simply prove it, because previous studies had been methodologically limited or too small.

SK: They were small indeed. When you opened the data and saw your findings, what did you think?

JL: We said there’s got to be something wrong here. So, we went back and checked everything over and over, repeatedly, because I’ve had the experience before of coming up with findings that were very unexpected and having to go back over and over to verify this was accurate.  In one case, we almost got scooped, because findings from another group turned up.  It took over a year and a half to satisfy ourselves that our findings were accurate before publishing.  So we barely, by a couple of months, got our paper into print before the findings of this “other group” turned up. So we went back, and it became apparent there’s never been a data set that I’ve been associated with that’s been as consistent as this, because we had multiple variables and the study was so large. We had numerous variables in the outcome domains; sometimes you get an effect on a variable in one domain but not in the other, and frequently this is lost in the reporting. But in the case of this study, where there were multiple variables within a domain, they were all consistent. The effect was very consistent across all domains. So, in the course of doing this, we developed tremendous confidence in the validity of the data, which was very helpful because, once it was published, the criticism was withering.

SK: So tell me about the criticism.  You published your findings and it was going absolutely against the grain.  Drugs companies were unhappy. How did that feel?

JL:  I started wearing a Kevlar vest under my shirt, but it wasn’t a pleasant experience because obviously it provoked the criticism and disapproval of a lot of people.

SK: Some within the ACNP?

JL: Absolutely, it was hotly debated.  Even some of our CATIE investigators criticized the results, even though they participated in the data collection.  But the thing which was probably the most disconcerting was that the stakeholder groups were very unhappy with it. So you ask who are you doing research for; obviously for patients, right?  

SK: What were they unhappy about?

JL:  They thought our findings would lead insurance companies and third party payers to restrict choice and say, if these drugs are no different why should we pay for the newer drugs?  Go back to the least expensive ones.  They also said that mental health care had been shortchanged for so long and this was just another way to pull money out of it.  No, I said, that’s not the idea.  The idea is we can save money on your pharmacy and you put it into case management, housing, supported employment, vocational rehabilitation, things of that sort.  

SK:  We’re three years post CATIE and a number of other studies have come out. How do you think they have reflected on CATIE?

JL: Every study has been almost completely consistent with CATIE.  Recently, make note we’re talking here on December 9, 2008, just last week Lancet published a large meta-analysis, which again produced a set of results very consistent with CATIE. While we were doing the CATIE study from 2000 to 2004, in the UK Peter Jones and Shon Lewis were doing a couple of studies for the National Health Service and the results were identical. At the same time, the NIMH, because of the fact that there was an extreme increase of antipsychotic drug use in young people, funded us to do a study in adolescent psychosis, so we did a version of CATIE. It compared one of the first generation drugs to two of the most commonly used second generation drugs in kids twelve to eighteen.  It was a one year study.

SK: What was the name of that study?

JL: The TEOSS study, Treatment of Early Onset Schizophrenia Spectrum Disorders. It was in first episode patients, so it was a different population than CATIE. 

SK: Right.  So, here we go from 1993 to 2005.  We’re all high on these drugs, metaphorically, and then the floor falls out from under it and it would be fair to say that the last three years have been down.  One after another study has been coming, suggesting our initial enthusiasm was wrong.

JL: We got carried away with what we thought was our own progress, but there was less there than we realized.  It was a bit of an emperor’s clothes phenomenon.  This is not to say these drugs are bad; they’re not, so we have many more options.  These drugs pharmacologically have some differences from the old ones, but they’re not the tremendous breakthrough we thought they were.  In retrospect, we have to say that, looking back at the fifty years in which these drugs have been developed and introduced, that the rate of advance, in terms of innovation within a drug class, has been fairly limited.  

SK: That brings us to today; we’re at the 47th meeting of the ACNP and if we walk out of this room and listen to the talks, there’s not much going on in the treatment of psychosis anymore. But you hear a lot about genetics and cognition in schizophrenia.  Where do you think we’ll be with that?

JL: Well, I think there is a lot going on with the pharmacology.  The problem is we have a lot of theories that lead to targets for developing new drugs, but getting the drugs is not an easy process, because it is something academic investigators and the large majority of the members of the ACNP cannot do themselves.  We need to partner with the pharmaceutical and biotechnology industries, but we’re caught up in a process of engaging with the private sector and dealing with regulatory agencies. This process is one which has become heavy going; it’s not simply where does the science lead you, but how do you get a grant to do the study?  It’s working with the bureaucracy of a corporation that has fiduciary responsibilities to their shareholders and, then, you have the regulatory agencies as well.

SK: Fair enough, but drug companies have always been in it for the overall benefit of their shareholders and the government agencies have always regulated drugs. Where do you see us going in the next ten years?  We’re in 2008 now. 

JL: I think of two areas. First, the sequencing of the genome, the explosion of knowledge and methodology to probe genetic mechanisms is going to be tremendously important. Identifying genes will enable us to do personalized medicine. Right now we treat people based on their diagnosis; we don’t treat people based on who they are even though we know there’s tremendous variation within a diagnostic category. We’ll be able to genotype individuals to determine what the risk genes are for developing a disorder or what genetic characteristics would predetermine their therapeutic and adverse response to a particular treatment.  

SK: In theory what you said is unimpeachable. It is the logical outcome of what we’re doing.  The question is, in what timeframe? How quickly will a doctor in the clinic be using genetics to make meaningful decisions about care of the patient?

JL: It’s happening in some disciplines already, in cardiovascular disease and oncology. In psychiatry I’d say it’s going to be within our professional lifetimes and I would hope we would see it within a decade.

SK:  Your prediction is that by 2018, in ten years, we will have good markers routinely used to guide treatment in psychiatry?

JL: Yes, and possibly earlier.

SK: Wonderful, so, what is the second?

JL: The genes will lead us to proteins that will be targets for new drug development. Until now, virtually all the drugs have been discovered by serendipity. I think we’ll have rational drug development. 

SK:  One has to say that this hope for a rational psychopharmacology has been around almost for thirty years and has led to a lot of rational testing.  Unfortunately, none has led to a significantly different drug. So what is your time frame for gene driven psychopharmacology? 

JL: That will be faster, I think five years.

SK: But, even if we have a drug by that time will it get through for clinical use?

JL:  No, not for clinical use. But for a gene leading to the synthesis of a drug that enters clinical development.

SK: So your prediction is that in fifteen years we would probably see drugs developed on the basis of genetics in psychiatry?

JL: Hopefully, we’re both right and no one can accuse me of being overly optimistic. But there’s good reason for optimism.

SK: There is very good reason for optimism. Now, how has the ACNP been a part of your career? When did you first join? What are the different roles you’ve played within the organization?

JL: ACNP has been a prominent, prestigious and influential organization in the field, not just for neuropsychopharmacology but neuroscience.

SK: In the world?

JL:  In the United States and possibly the world. Anybody who aspires to a career in this field needs to become involved as soon as possible.

SK:  When did you first come to the ACNP?

JL: I don’t recall the year, but it was probably in the early 1980’s.

SK:  Who invited you?

JL:  It must have been Friedhoff.

SK:  Do you remember what you presented?

JL: I don’t think I presented anything, I came as a guest.

SK:  What was your experience?

JL: It was unbelievable, like being a kid in a toy store, having all this wonderful material and these icons parading around, the great people in psychiatry; Gerry Klerman, Sol Snyder, Joseph Schildkraut and George Winokur.  Everybody came to that meeting, annually.

SK:  Have you subsequently come annually?

JL: I’ve come every year, I haven’t missed. I had data to present the next time and eventually I was elected to membership and became involved over the years on committees.  I also served on the executive council.

SK:  Between Thanksgiving and Christmas?

JL: The timing has been something of an issue, but I attended, nevertheless.

SK: What was the most memorable event at ACNP meetings?

JL: There’s probably not a single one.  They’re characterized by a certain set of personalities and presentations. There’s a topic or a series of studies that pervades and dominates each meeting.

SK: But is there a year or a meeting that stands out, maybe for personal reasons, not necessarily for the science?

JL: Well, Oakley Ray was a tremendous personality, larger than life, and he became synonymous with the ACNP. For ACNP’s twenty-fifth anniversary he organized an event at the National Press Club where a group of senior members reminisced and told anecdotes. That was a very memorable event.  The ACNP usually rotates between the Hilton Hotel in Puerto Rico and a West Coast location or Hawaii; I remember a meeting in Hawaii that was one of my most successful, in terms of having two panels, a study group and some posters. By the end I was completely exhausted and happy to go with my wife on vacation.

SK: We started on a personal note and it would be nice to close on one. We left off personally when you were a young resident who had just begun at Albert Einstein. Where in all of this did you get married, acquire a family and find time to do anything else?

JL: I got married in 1980. I was a Fellow at the time, and proceeded to have two children, booth boys.

SK: Is your wife an academic or in this business?

JL: No, she worked in Spanish television for many years.

SK:  In Spain or Spanish television in the US?

JL: In the United States. My wife is originally from Chile and began working in the early days of Spanish television networks in the United States.  There were two at the time, Spanish International Network and Telemundo.  Subsequently, she went into the art business and had an art gallery representing Latin America Archives. Our two boys are now grown up and graduated.

SK: What are they doing?

JL: My elder son is a lawyer. He graduated last year and has his first job with a law firm in New York City. My younger son graduated college and is working for a consulting company in Latin America.

SK: You can’t convert them to neuropsychopharmacology, but your wife managed to get one of them to Latin America.

JL: This is my explanation, if not an excuse. When I applied to medical school, medicine was probably one of the most desired, if not the most desired profession.  The difficulty of getting into medical school was considerable.  Over the 1980s and the 1990s, when they were growing up, the boom in business and financial services changed the career goals of a couple of generations of students and there was a migration.  So, if my kids didn’t follow in my footsteps that may have been a reason.

SK: We tried to cover a lot, but perhaps we left out something important you would like to record?

JL: The ACNP has played an instrumental role in the formation of so many people’s careers by providing a forum where they can be exposed to all the scientific information relevant to their career development. They also get to meet their peers at annual meetings and have an opportunity to interact with leaders in the field.  ACNP has a tremendous history and tradition; it’s one of the most important institutions in our field that needs to be preserved and sustained in a way that maintains its vital role.

SK: Well, we hope both of those will happen.

JL:  Shitij, that was great. You were absolutely outstanding.

SK: Thank you; this flowed very nicely.

( Jeffrey A. Lieberman was born in Cleveland, Ohio in 1948.





