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KENNETH L. DAVIS

Interviewed by Stanley J. Watson

Boca Raton, Florida, December 11, 2007

SW: Good morning.  I am Stanley Watson from the University of Michigan and I am here interviewing Ken Davis,( the CEO of The Mount Sinai Medical Center.  Today is December 11, 2007, and we are at Boca Raton at the Annual Meeting of the ACNP.  This recording is part of the International Neuropsychopharmacology Archives series and it is carried out under the agency of the American College of Neuropsychopharmacology.  So, Ken, in order to get us started what I want to ask you to do is consider the things associated with your early life, perhaps, your parents and your early education exposure to intellectual research environments?

KD: I guess what you are asking me is what were those important early influences that would make me think, that I would ultimately become a psychiatrist.  
SW: Or, even a researcher?

KD: Or, even a researcher.  I can’t put a time on it when it was of that I became fascinated with the questions around behavior, but I know it was a very early age.  I can recall riding down to Florida during a winter vacation, sitting in the back seat of our car, reading Ernest Jones biography of Freud.  I was thirteen or fourteen and was just fascinated with the questions of how was it possible that you could understand behavior by understanding people’s backgrounds and early upbringing.  At an early age, I became fascinated with the questions of psychoanalytic and psychodynamic psychotherapy.  At the same time, like a lot of kids from our generation, I wanted to be a scientist and I shot off rockets, had a chemistry set and probably was fascinated with the issues of the future.  You know, the future seemed so bright when we were growing up; it seemed that science would unravel so many questions and would be generally for the good.  So, it was with that background when I openly made a decision that I wanted to go into medicine; it was clearly from the beginning, to be a psychiatrist and to be a research psychiatrist.  I probably knew that years before I was in medical school and that would be the direction I went. But, I changed from a psychoanalytic perspective to a neurochemical perspective because of the work that I did in the summers during my undergraduate years at Yale.  I was hired by the Nassau County Mental Health Board, because I understood a lot of statistics that I learned in college.  My job was to crunch numbers and to find out how the local mental health clinics were doing; and they had a lot of data, a lot of fascinating data.  Data was about the diagnosis of the patients and, then, their outcomes in terms of whether they went to a hospital or they went for repeated treatment or whether they were employed.  I started this job thinking that analytic or psychodynamically based psychotherapy had a lot of important answers. But, by the time I got done crunching all the data over for two years it became apparent to me that the people who were running the clinics -who were, by and large part of the analytic movement - were producing no real benefit to all the patients that were coming to the clinics, that the hospitalizations weren’t changing and the outcomes weren’t any good.  I, then, began to visit the clinics and became more and more distressed with, what I thought was a powerful tool, talking to make people better.  And, that was about the same time that the revolution in psychopharmacology began percolating down to the level of what might have been a twenty or twenty one year old. And I began to read. I remember from my senior year in college reading a lot of papers about psychopharmacology and ECT that  I was slowly coming to realize that if you didn’t understand the chemistry and the biology of the brain, we are never going to make these people better.

SW: So, tell me did your family have an academic, intellectual, scientific background?

KD: My mother went to about a year or two to college and, then, she was a secretary bookkeeper, and my father was an accountant.  The closest that anyone came to an academic, intellectual, scientific background was a dentist in my family.  My uncle was a very smart man, of whom we all looked up to; he was the only professional in my family.

SW: So, you are sort of self generated?

KD: Yes

SW: And, you went to college at Yale?

KD: I went to Yale.

SW: So, how was that?

KD: Yale was a great place.  I entered in 1965 and graduated in 1969; I became a psychology major, because I love behavior.  I did research in a serious way first as an undergraduate.  I met a professor named Crowder, who was interested in memory, and I took a lot of courses with him on memory that had a very important influence about what I was going to do over the next ten or fifteen years.  We published a paper on lisping; how was the information encoded? Would a lisper encode S’s incorrectly because they articulated them incorrectly? And, we found out, in fact, that that is what happened.  It was terrific fun and I would go to the elementary schools that were around Yale and do a lot of testing of words that kids could lisp. We found out that those children were probably encoding things through articulation.

SW: Interesting, I had no idea about this.  So, other than the psychological project, did you do any scientific bench kind of work?

KD: I didn’t start doing bench research until I got to medical school.  Medical school, at that time, was in the throes of major curriculum reform and there was a lot of elective time.  So, in our first year of medical school I had every afternoon off, the second year a;so we had every afternoon off, and in the fourth year we only had six weeks of assigned clerkships and the summers were free.  So, from about the middle of the first year of medical school I started an elective in the pharmacology laboratories.  

SW: Is this at Sinai in New York?

KD: At Sinai.  I spent every summer working and during my entire senior year at Sherwin Wilk’s Laboratory at the bench, I put in a tremendous amount of time working on catecholamines and chromatography. Ultimately, had enough skills that I knew what to do around the GCMS, although, I never ran one myself.

SW: At what point did you finally end up with a sense of your career and where you were going?

KD: Sometime, in those summers when I was in the laboratory, as I became immersed in what was then the literature of the indoleamine and catecholamine hypotheses. I got very excited about affective illness; I knew this is what I had to become involved with. I knew that the place I go for residency has to be a place where I could continue along these lines. 

SW: And, where was that?

KD: That was at Stanford.

SW: Was that where we met?

KD: That is where we met.  I was told by the Chairman of the Department of Psychiatry at Mount Sinai, who was then Marvin Stein that there is really only one place you should go for your residency and that place was at Stanford, in David Hamburg’s department.  He said that David Hamburg was changing the face of psychiatry; that it was going to be a neuroscience-based psychiatry and that would be the best place for me going.  And, he was right. It was a remarkable place with an extraordinary group of people that came together at that time.

SW: So, when you finished your medical school training you had a sense of where you wanted to go.  Had you published any papers before residency?

KD: Yes, I had published a couple of papers on the metabolism of norepinephrine and the relationship of CSF - MHPG to affective disease in both bipolar and unipolar illness.  So, I probably wrote four or five papers or abstracts by the time I had entered the residency that were going to be published from the work I had done. 
SW: That sounds great.  Tell me about your residency if you would.

KD: Well, Stan, as you and I know it was an unusual residency.  I think we were in a golden era; we had the government grants so that we were not service committed people.  A stipend was not related to the patients that we had to take care of.  We really did as much patient care as we needed to do to learn psychiatry and we had enough time to do research.  I was assigned, at some point, to the research unit at the Palo Alto VA and was paid for by a grant of Leo Hollister. That left me with enough time that I could write a career development award to be able to continue my work at the VA and stay for a six year period at Stanford just to suck up all that environment.

SW: So, what intellectual trends developed at Stanford for you?

KD: I think it was the conceptualization of neurotransmitter based disease; a lot of people at that time were looking at catecholamines and indolamines. That was the time, of course, that Axelrod won the Nobel Prize for the study of the catecholamine pathway.  And, there were a lot of people at Stanford studying endorphins, enkephalins as well as peptides.  I wasn’t in the laboratory then.  I wished I could have been, but I wasn’t, and my work with Hollister was more the traditional psychopharmacology.  So, I had to figure out ways to use drugs as tools; a measure of the output might be behavior, CSF, or neuroendocrine measures. The neurorendocrine window was just exploding in those years. Then, I thought that memory was something that people had been looking a whole lot about. That led me to spend a lot of time to think about Alzeimer’s disease, although I was also very interested in depression and affective disease.

SW: So, you worked on Alzheimer’s disease and it turned out to be useful to you.   Do you want to talk a little bit about that?

KD: The work on Alzheimer’s really started from my knowing something about memory from being an undergraduate at Yale and working with people that studied memory, reading a lot about acetylcholine and learning some about its role. I remember that I was also fascinated by David Janowsky paper on intravenous physostigmine. It seemed to me that it was very dramatic that they could reverse mania that quickly.  So, I wanted to know why that was happening. And, what happened was, that as we were focusing on acetylcholine to study the biochemical effects, some of the manics that we were studying would say things like their ”minds felt clearer and sharper than it ever had before”.   I thought that was an interesting insight and wondered if that would teach us something about memory. That led me to meet Richard Mohs, who was another one of these terrific young people at Stanford at this time.  We developed a relationship and when I told hm that I wanted to study memory and I needed good outcome measures, Rich asked, “Do you know anything about the Sternberg Paradigm”? I said, “No.”  So, he set it all up and we began together to study the effects of physostigmine on normal people. It led to an extraordinary result that I thought came out of science fiction; Stanford students were doing better on the Stanford paradigm, learning more words on physostigmine than when they received placebo in a double-blind study.  That led to a publication in Science. At the time that paper was being written, there was a publication that in Alzheimer’s disease there was an important neurochemical deficit in acetylcholine.   So, the last paragraph of my paper in Science said that our work has important implications for the therapeutics of Alzheimer’s disease. It led to a whole industry devoted to that notion, and a whole bunch of drugs that were ultimately developed around Alzheimer’s disease.  We continued our work with physostigmine that led to many fruitful efforts. I was awarded for it with one of the first NIH funded Alzheimer’s Disease Centers, as well as I was recipient of the Elkes and Efron Awards of the ACNP.

SW: Eventually, if I remember correctly, you ended up participating in the FDA-studies involving the first Alzheimer’s compounds.

KD: What happened was that our work was the first proof of the concept that cholinesterase inhibitors could improve symptoms of memory problems in Alzheimer’s disease.  That was a springboard. And when Will Summers published a small paper in the New England Journal that said he had improved with a cholinesterase inhibitor patients with Alzheimer’s as dramatically and robustly as L-DOPA  improved Parkinson’s patients, there was uproar and an outcry from families affected with Alzheimer’s demanding to know if this could be true. NIH contacted the directors of the Alzheimer’s research centers and said, you guys need to figure out if this is true.  Since my colleagues and I already had written a grant not to use tacrine but to use an other cholinesterase inhibitor, oral physostigmine, to prove that cholinesterase inhibitors could be a practical treatment for Alzheimer’s disease, we were the obvious center to coordinate a multi-center trial. That is exactly what we did, and in that trial it was again shown, but now on hundreds of patients,   that a cholinesterase inhibitor   could really work.  And, you know, that led to the approvals down the road of donepezil, rivastigimine and galantamine.

SW: That’s really nice.  I, personally, would say that I saw your interview; I think it was on NBC at the time. I really enjoyed it.  So, what did you do after you moved from Stanford? 

KD: Well, I have always been fascinated with schizophrenia.   I have always taught people who worked with me that we needed two trains going. So, while there was an Alzheimer’s group going, we also had a schizophrenia group going.  Early on, that was still around dopamine and plasma HVA, that we collected brains, because I believed that, without studying brain tissue you don’t really know what is going on in the brain. So, I really wanted to collect brains from a group of schizophrenic patients.  I was fortunate that in 1987, I met some people who ran the Pilgrim Psychiatric Center. Pilgrim’s was a very strange place; it was like the land that time forgot.  It was once a place with 17,000 patients, located on hundreds and hundreds of acres. It was aalso ssociated with two very large psychiatric hospitals that were in the eastern part of Long Island.  Together, there was over 35, 000 psychiatric patients in that region in the mid-1950s, but by 1987 it had narrowed down to two 2,000 thousand and of those 1,000 were over the age of sixty five.  And, that said to me right away, my goodness, here is a group of people that will die in the hospital and we could have the greatest collection of brains that anyone had together with the patients medical records. Little did I know in n1987, that about thirteen years later genetic research will have the capacity to study molecular changes in the brain in a way that were un-thought off at the time.  So, as the Alzheimer’s research took its’ on course and I had to do more and more administration, I shifted my focus on schizophrenia. 

SW: I’ll add a little comment here. Your time frame for collecting brains is sort of matching the onset of the completion of the genome project. Acquisition of samples is an extremely critical issue in the kind of research you are doing. 

KD: It takes a long time!  And, we have the records of these patients. Further, we interview each of our patients every year with a four to six hour interviews. I think people don’t fully appreciate the necessity to have detailed characterization of the phenotype in genetic research. And, since we find now so many genes with low penetrance and low overall genetic contribution to the disease we will probably need to dissect further phenotypes, to a narrower and narrower degree from our data base.
SW: To jump ahead a bit, could you say something about your methodology and findings?

KD: Well, we took a very empirical approach to the “micro-array” studies.  When we did around the first six thousand genes, we found that there were a few hundred that were either over or under expressed. To make sense of that is very difficult. But, as you know, they were increasingly sophisticated statistical programs and by using those we grouped together biologically related genes.  And, by doing that the only group of biologically related genes we found under expressed as a group were those that were related to oligodendrocyte function and myelination.  Just before I became Dean at Mount Sinai, I sat in my basement for about three weeks. It was an amazing period of insight and productivity during which I wrote my first Conte Center application, based on those first microarray data.   All our findings pointed to the role of myelin in schizophrenia. The pertinent question was whether there was a dysmyelination syndrome in schizophrenia. That led to our first Conte Center grant application. 

SW: So, you have indicated that you have shifted towards more administrative activities.   I want to ask a general question about those efforts, such as the administrative tasks you have taken on. And, perhaps, also whether some people might have influenced you to move in that direction? 

KD: One of the things I learned at Stanford was that if you didn’t control the clinical flow, you couldn’t do clinical research.  So, when I left Stanford and I was looking for various places I could go, although, I wasn’t looking for an administrative job, I was always looking for enough authority to make sure there would be the right culture to facilitate science,  academic medicine and research. That conviction led me to become the Chief of Psychiatry at the Bronx VA and to bring with me someone to run part time the day-to-day service while also part of the research team. That person was Tom Horvath.  So, together, we were handed, at a very young age, a fairly large psychiatry service to run at the Bronx VA. I learned that it was the right decision because to run an inpatient research unit, and to do outpatient research, you just have to have the authority.  The Bronx VA was part of Mount Sinai, so, when our chairmanship changed at Mount Sinai, I turned around to our group and asked what should we do?  I didn’t feel an eagerness to become Chairman, but I was very worried that they could get another Chairman who would not be at all as sensitive and facilitating of our research as our previous Chairman.  Our group all agreed that I should become Chairman as long as I could find someone like Tom Horvath to help with the day-to-day managementof the ipatient unit.  I did that and we continued to grow the research base; it was always a research and neuroscience driven department.  I didn’t know that I would enjoy the day-to-day management of running the department, but what I knew was that I enjoyed the science and working with young people and running the laboratory.  Around 2001, I had already been Chairman for fourteen or fifteen years and I, then, asked myself, was this, what I wanted to do for the rest of my career or was there something else more that I wanted to do?  With not great certainty, I decided it was okay to put myself in the running to be the Dean at Mount Sinai. I was offered that job toward the end of 2002 and became the Dean in the beginning of 2003. But, two months later, our Board fired the CEO, and asked me if I would do both jobs, being the CEO, and the Dean, which is a lot of work, more than I had ever thought.  So, I did that for a few years. Ultimately, found someone else to be the Dean, Now I am just the CEO of the Medical Center. And what I found is the being the CEO of the Medical Center is far more fun than being the Chairman of Psychiatry, because at Mt. Sinai the Medical Center is the over-arching institute for the hospital and the medical school with both reporting to me. This made possible to do really good things.   It’s an enormously efficacious position.  I have no university President to report to and I don’t fight with the Dean, because the Dean reports to me, and I hire good people.  So, this has become a part of my career I had never thought I would do, but has been enormously rewarding.  What I miss is that I can’t keep doing the Conte Center research as much as I would want to do, so in the second renewal of the Center I couldn’t be the PI any longer.

SW: So, who is the PI?

KD: Joe Buxbaum is the PI; I am the Co-PI. I spend a few hours a week watching what happens, at the Center. 

SW: So, as the CEO, how do you see yourself in terms of the general research environment at Mount Sinai?

KD: Mount Sinai is a special place.   We are like a biomedical college.  We don’t do anything else.  We take care of patients, we do science and we teach people how to become doctors or medical professionals.  That’s an environment in which you can have a tremendous impact.  So, when we make decisions about where we will invest, and we are very fortunate because we have very generous donors that we have had for a very long time, it is now possible for us to do things that would be undreamt of before, like establishing a brain institute, or a stem cell institute, or an experimental therapeutic institute, and spending a lot of money on diseases that I didn’t know very much about, as for example cancer. Additionally we have created an environment that really makes it possible to translate ideas from the clinic to the lab, so, that we can get better diagnostics and therapeutics for making a difference in people’s lives.  Done right, I think my position really does have the opportunity to make a big difference in medicine.

SW: That’s fascinating.  How much of Mount Sinai’s - investment, if you will, can be found in fundamental science, more or less unrestricted in content vs. translational reserach?

KD: Well, that is a very difficult and important question. We are not a university, and since we are a hospital that gave birth to a medical school, and our philanthropy often derives from grateful patients or trustees because of patient care, it is less easy for us to fund  fundamental research than for, say, Cold Spring Harbor Laboratories, forty miles east of us.   It’s a lot more justifiable in the eyes of our trustees for us to say that the basic research we do is around diseases, even, if it is multi levels removed from disease.  So, we can study drosophila and we are happy to study drosophila, because people understand the implications of that for human disease.  We can study chromatin because of the implications and what that means for human disease.  But, we leave to the larger universities, some of the more basic questions and, with that said, we still have a portfolio of research that is a quarter of a billion dollars just for funding science.  That is not funding the infrastructure that goes to salaries and to supplies for scientists.

SW: So, is this money from NIH or from private sources? 

KD: It’s about 230 million NIH funding and the rest from philanthropy and other foundations.

SW: Sounds like a reasonable mix.  So, back to your sciences: what is your most important contribution to the field?  What am I going to remember Ken Davis for?

KD: It’s the proof that cholinesterase inhibitors are effective in Alzheimer’s disease. You know, we developed the scales people use, for assessing changes, the methodology for the studies, conducted the clinical trials with these drugs, and presented the proof. And, as much as we have tried to find other drugs, we have largely failed. The question, whether cholinesterase inhibitors have some effect on the course of the disease, I think we will never resolve. It’s disappointing that no other drugs have been developed.  Regarding schizophrenia, my greatest contribution is the insight about the involvement oligodendrocytes and myelin; and that this disease, which undoubtedly affects multiple brain regions and multiple systems, is possibly a disconnection syndrome. 

SW: Time will tell.

KD: Time will tell.

SW: So, do you have any comments on your publications? Have you ever been a journal editor?  

KD: Well I have been; I am an editor now, one of the editors, of the Archives of General Psychiatry and I have been an editor of the American Journal of Psychiatry and Biological Psychiatry, but I have never been the chief editor of any journal. By and large, as a field, I think we do a great job of disseminating information.  We have seen in our lifetime the advent of the information on the internet and clearly it’s changing the way we publish and the way that information is disseminated.  Perhaps, there will be a lot less consideration to the journal you put your paper in, as opposed to it being just widely out there so that everybody can access it.

SW: Do you advocate publication of supplemental large data sets of studies?

KD: I think it’s important to publish large data sets.  I think people should be able to mine them for the right answers.  The worry that this could be abused for favoring one product over other products should not stop the dissemination of this information. I think it would be useful if users stipulate, a priori, what they want to mine, so that their hypotheses were also established in the public domain. Then we wouldn’t have people just dredging away until they get an outcome that they want, or using computers and statistics as a tool or as a weapon to get the answer that they would like instead of honest findings.  It would be an even playing field and unbiased approach.

SW: Have you put the data of your micro-array studies in the public domain?

KD: Yes.

SW: What honours have you received over the course of your career?

KD: Well, I have been fortunate to receive a lot of honors.  I have received, as I mentioned it before, the Efron and Elkes Awards from the American College, and receving this year, the Hoch Award for service to the college.  I have received the Kempf Award from APA, and I guess a bunch of other awards from others.

SW: Are you involved in any other major professional organization beside the ACNP?

KD: Well, in science, this is my most important organization and it has always been.  Over the years I have become less involved in the Society of Biological Psychiatry. I have gotten involved in things like The New York Academy of Medicine, and the Greater New York Hospital Association, that brings together all the New York City medical centers. I am on the board of both, and also a trustee of the Academy. I was the Chairman of the Board of the Greater New York Hospital Association and I am also involved in things like the University Health Consortium and the Society of Medical Administrators.

SW: You also have kids and you are married. What has the impact of your many activities on your family?

KD: I have been very, very lucky, because I married a great woman, Bonnie Davis. We knew each other since she was ten years old and we have often said when we first met in seventh grade no one would have dreamt that we would get married, that she would have become so enormously successful with galantamine, and I would become the CEO of the Mount Sinai Medical Center.  We have always worked together.   She wanted to be an endocrinologist, with a perspective on the neuroendocrine function, and what endocrinology can teach you about behavior.  So, we fit together in research and we fit together personally.  Our children grew up in this environment with two scientists who were very, very involved in their work.  But, Bonnie, in 1987, said our children need me and I have got to stop working. She said, I am going to work from home, will develop my drugs and patents from home, and if it doesn’t succeed, then, it doesn’t succeed, but the children are more important.  I always took the position that our children came first, their soccer teams, and everything else they did and their golf so I would just get up and leave work to be with them.  So, the family has been very tight. 

SW: How did this whole thing work out, your professional life and your family life?  Are you happy or are you unhappy?

KD: I am a very fortunate person.  You know, I just turned sixty and it has been a remarkable run.  It is hard to believe that I am sixty, but as I look back on it, it couldn’t have been better.  As long as my kids and wife stay happy and healthy, things will continue to be great.

SW: You are in a very powerful position in terms of perspective to think toward the future.  You have seen a lot of progress in the field, so where are we going in the next five to ten years.

KD: I worry a great deal about the future of our field and about the future of medicine.  Let me give you some examples.  No matter what we think, a lot of our work is dependent for its infrastructure support on the health of our large medical centers.  Medical schools are money losing propositions.   On a good day, they break even, but on a bad day, they lose three to five percent of their top line.  They are supported, by and large, by states, by incredible endowments or by hospitals that spin off the dollars to support them.  Those hospitals often find, themselves, because they are old rich hospitals in urban centers, that they serve large impoverished populations.  So, at a place like Mount Sinai or Presbyterian Hospitals in New York it is not unusual to have sixty five percent or sixty percent of the population being served, either Medicare or Medicaid patients.  Medicare and Medicaid dollars go up one to two percent in an average year.  The cost of doing business with those hospitals goes up five to eight percent, on average, a year.  We have an unsustainable business model. And, there is no sensitivity on a national level to the consequences of slowly bankrupting our great academic medical centers. You add to that two other factors: the budget from NIH is shrinking in real dollar value and the cost of health care is increasing in America as America ages. We can’t afford all the care we are going to need and we have to find a way to do it. The priority for research and science seems to become lower and lower.  So, how is this going to be sustained?  How can we make sure that we have real breakthrough drugs?
SW: Magic bullets…
KD: I think we have to speak much more loudly and effectively for what are the long term benefits of scientific breakthroughs of medicine.  The problem is we have had too many wars on cancer and decades of the brain.  And, at the end of those wars and decades we haven’t produced innovative compounds. I think we were forced to oversell that would come out of those wars and decades.  The public has misperceived what we can and can’t deliver and whether we have the ability to invest for the next generation.

SW: So, this is near the end of this interview, and I have one global question: What didn’t you tell me?

KD: I didn’t tell you about some of the people of whom I am indebted to.

SW: Go for it.

KD: From Leo Hollister, I learned how to be ethical, honest and of uncompromised integrity. For Leo the data were what the data were; he was just a terrifically good and honest man.  And, for David Hamburg, who has been an extraordinary figure in and out of my life, as of yours, comes the notion that psychiatrists can solve big problems. We can also deal with questions like why is there genocide in the world, and how do we make this a better place for all of us to live.  Psychiatrists have the ability to solve those problems and I think he has been a role model for all of us.  And, there is one other thing.   We have been very fortunate, you and I, and a few of us, to have developed friendships and colleges like this one. Even though we meet each other maybe once or twice or three times a year at various places, the friendships are enduring for a lifetime.  Some of the most valuable relationships and friendships I have are with the people I have known in groups like this and, you know, I will take those to the grave.

SW: Very good, thank you, Ken.
KD: Thank you.
( Kenneth L. Davis was born in New York, New York in 1947.  





