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DILIP V. JESTE

Interviewed by Thomas A. Ban

Waikoloa, Hawaii, December 13, 2001

TB This will be an interview with Dr. Dilip Jeste( for the archives of the American College of Neuropsychopharmacology. We are in Hawaii at the 40th anniversary of the college.  It is December 13, 2001.  I am Thomas Ban.   Could just tell us where and when you were born and something about your early interests, education, and training?

DJ: First of all, I want to thank you for this interview.  I come from India where I was born in a place named Pimpalgaon, a small town in the state of Bombay, now called Maharashtra.  I was brought up in Poona, which is about 100 miles from the city of Bombay.  My father was a judge, and my mother was a housewife. I was the fourth out of five siblings.  I also went to medical school in Poona. As a teenager I enjoyed reading Freud who I found inspiring, especially The Interpretation of Dreams, Everyday Errors of Life, and “Psychology of Neuroses..  Before going to medical school I had decided that I wanted to go into psychiatry.  So I never saw myself primarily becoming a physician other than a psychiatrist. After I graduated from medical school I moved to Bombay, which is a much larger city with more academic psychiatry. I was fortunate to work with Dr. Vahia, one of the pioneers of psychiatry in India.  He spent a couple of years of his early professional life in the USA and had a strong interest in research.

TB: Who was your professor of psychiatry in medical school?  

DJ: Dr. Roshan Master was the head of psychiatry.  At that time, the psychiatry rotation was six weeks at the B. J. Medical College and Sassoon Hospital in Poona.  I found it interesting but not exactly to my liking. Clinical psychiatry was not what I wanted to do.  It was not academic.  

TB: What kind of psychiatry was it?  

DJ: It was essentially pharmacologic and other somatic treatments, especially ECT. The patients were often from villages; they came to the city for treatment when they had psychotic episodes, and did not have money for medications.  They would get some ECT to control them and then would go back to their villages.  

TB: But you still wanted to become a psychiatrist?

DJ: Correct, but because of the clinical psychiatry I saw in medical school I wanted exposure to academic psychiatry.

TB: So, you were ready to do a residency in psychiatry?

DJ: Yes, I went to Bombay, and met Dr. Vahia at GS Medical College and King Edward Memorial (KEM) Hospital. It was the best hospital and medical school in Bombay. Of course I am biased. My wife went to another medical school in Bombay, Grant Medical College, and she maintains that was the best medical school!  What I found really exciting was the research perspective.  Dr. Vahia was a famous person in India and patients flocked to see him.  Yet, he always made it a point to go to the library every day.   As residents we had to read whatever was being published.  Whenever we discussed a patient, we had to look for articles on the topic, and this was really unusual for a country like India.  There were so many patients to be seen in a short time and not enough psychiatrists. Yet Dr. Vahia emphasized research and I felt that was what I wanted to do.  

TB: What year was that? 

DJ: I was in KEM hospital from 1968 to 1974.  From 1968 to1971 I was a resident and then I was on the faculty. Interestingly, Dr. Vahia’s interest was in yoga therapy, but not in the yoga we practice in the United States. It wasn’t yoga exercise or relaxation, but personality integration. What he called psychophysiological therapy, which was used for people with psychosomatic disorders such as hypertension. The treatment was based on the concepts of an old Indian sage named Patanjali. Dr. Vahia showed that it had significant physiologic effects such as lowering blood pressure. The result, were published in the American Journal of Psychotherapy.

TB: What year?

DJ: In 1973.  

TB: Wasn’t this your first paper?

DJ: This was one of my first papers. 

TB: What was your first paper?

DJ: It was a review on Hysteria and its Management, published in 1969 in the Indian Journal of Medical Sciences. I was the second of two authors. I also worked with Drs. Doongaji, Bagadia and Shah.  They were quite sophisticated investigators, and we conducted epidemiologic and treatment studies of schizophrenia, depression, and epilepsy. In India you could easily study 400 or more patients with a given disorder in a short time because we saw over 50 patients a day in our outpatient clinic.  Those studies were mostly descriptive, as all we could do was collect demographic and clinical data. Anything more than that, for example biological data or longitudinal follow up, was very difficult.  We also did treatment studies.  For instance we compared unilateral with bilateral ECT in patients with schizophrenia; that paper was published in the British Journal of Psychiatry.  We also conducted research on educational measures such as testing with multiple-choice questions which was unheard of at that time. In India you could not be a full time researcher. There were only part time jobs in the university; so faculty had to be in private practice too. I did well in private practice, but that was not what I wanted.  I only wanted to be a researcher and that was not possible due to lack of financial support.         

TB: The doctors had their office somewhere in the city outside of the hospital?

DJ: Right.

TB: So, during the mornings you were at KEM, and during the afternoon you practiced in your office?

DJ: Yes.  

TB: Alone, or in a group?

DJ: It was a solo practice.  I remember the first time I saw a patient and the patient paid me money, I just could not bring myself to accept it.  I did not feel that I deserved to be paid.   I felt guilty asking for money. Before long I was getting more patients than I could handle, and  I was happy I could do something clinically, but my heart was in research, and I found I couldn’t do both.  For a country like India, it doesn’t make sense to spend money on research when there are more pressing needs.  I realized I needed to go somewhere I could do research. At that time, and even now, the US is the country for conducting full-time research.  I knew something about American culture. We read American, British and Canadian textbooks and, of course, movies, novels, and magazines like Time and Reader’s Digest. My brother was in the US and he sponsored me for my green card. I was accepted for residency by applying without going for interviews after I got my ECFMG.  I completed the first year of my psychiatry residency at the New Jersey Medical College of Medicine and Dentistry. It was a very interesting experience.  I thought I knew the culture, and yet it was a shock.  A culture shock in terms of psychiatry too.  I was amazed at the dosages of medications compared to those we used in India. For example, if you gave 2 mg of haloperidol to an Indian patient ted Indian patient would be stiff as a board and have marked sedation.  In America I found that we could give 20-30 or even 50 mg of haloperidol and see practically no side effects.  Of course, there is a difference between Americans and Indians in average body weight, but it did not fully account for the difference in dosages. I believe that there is a differential pharmacogenetic response to medications and I found that interesting.  At the same time, the New Jersey Medical School was very clinically oriented with little research. 

TB: Who was the chairman of the department?

DJ: Dr. Thomas.  He had done some important work in minority training.  One of the nice things that happened in New Jersey was that I met George Alexopoulos, and we became close friends.  I also did a small study of tardive dyskinesia in New Jersey.

 TB: So almost immediately after you arrived you became involved in research? 

DJ: Yes.

TB: Was this in the mid-1970s?

DJ: July 1974.   It was a very simple study.  We compared three times daily with once daily administration of antipsychotics in patients with tardive dyskinesia and found that the movements were better suppressed with multiple daily administration. This was nothing great, but useful and interesting. And it did get published.   I also studied the evolution of psychiatric treatments and the role of serendipity in biological psychiatry although I did not complete that work in New Jersey. I realized I needed to find some place else to conduct research, so I spent my second and third years of residency at Cornell, Westchester Division.  Bob Michaels was the Chair of psychiatry, and Lomy Feder was the Medical Director at the New York Hospital in White Plains.  That was a wonderful experience.

TB: In which journal was your first paper in the US published?

DJ: The first paper was published in Diseases of the Nervous System. It was based on the work I did in the first year of my training in New Jersey.  I think it came out in 1977.

TB: You continued your research at Cornell? 

DJ: Right. I was always interested in biological psychiatry, particularly neuropsychopharmacology, but Cornell at that time was very psychotherapy oriented.  I found it enlightening although I knew it was not something that I was going to practice later.  I think it made me a better psychiatrist when I learned the principles of psychoanalysis and psychodynamics.  In my last year of residency, I did something very different and worked with Jerry Smith, who was the Director of the Bourne Research Lab.  I became involved for the first time in animal research.  We conducted studies of a stereotactic infusion into the cerebral ventricles, looking at the effects of catecholaminergic activity on behavior in rats.  It taught me a lot and made me a better researcher although I knew that was not something I was going to do for the rest of my life.  I have always liked history so I worked some more on the serendipity paper. Cornell had a great department of History of Behavioral Sciences.  I also wrote a paper there on the history of schizophrenia. That paper challenged an existing notion of schizophrenia. It is usually taught that schizophrenia is a disease of civilization which appeared 100 to 200 years ago.  What we found was that schizophrenia is probably as old as mankind.  There is something called the Poem of a Righteous Sufferer which may be the first description of a paranoid person, maybe paranoid schizophrenia, on the cuneiform tablets from the Mesopotamian culture representing the oldest human writings. Of course, we cannot diagnose schizophrenia in ancient writings using DSM criteria.  But going through that as well as some descriptions from medieval times, and a number of later writings, we provided examples of what looked like schizophrenia throughout human history.  

TB: Did you try to differentiate schizophrenia from delusional psychosis and manic depressive psychosis?

DJ: The differential diagnosis of people in old literature can be very difficult.  At the same time, there are some features that seem to be strongly suggestive of schizophrenia.  There was a description in Indian Rigveda, written a couple of thousand years before Christ, of a young person with “insanity”. It looked like there were people who had psychotic symptoms without obvious evidence of bipolar disorder.  I believe that schizophrenia is not a disease of civilization but a biological disorder present from the beginning of human history.  I think the incidence and prevalence have varied depending on environmental factors.

TB: So you did some work on the history of psychiatry. 

DJ: In addition to a great Department of History of Behavioral Sciences, Cornell owned several ancient books which were a dream.  I always liked reading.  Even as a kid going to the library and getting books was my passion.  The history research at Cornell was exciting because I found some fascinating old literature and was able to interpret it in a new way. It was intellectually challenging.  

TB: Did you publish your research on the pre-history of schizophrenia? 

DJ: Yes.

TB: Where was it published?

DJ: In Comprehensive Psychiatry.  But the study I mentioned earlier on tardive dyskinesia

influenced my career the most because it challenged the conventional wisdom of the time and 

was published in the Archives of General Psychiatry after I moved to the NIMH. The ACNP 

Task Force report in 1972 had suggested that tardive dyskinesia was the result of long term 

neuroleptic treatment and that stopping treatment from time to time, so called “drug holidays”, 

might prevent its occurrence. We found that stopping treatment not only increased the risk of 

relapse in schizophrenia but intermittent treatment also seemed more likely to be associated with 

tardive dyskinesia.   It was a cross sectional study, so we could not establish causality, but the 

findings led to a long discussion in the field and over the years people began to accept our 

conclusion.  Years later, John Kane, in a longitudinal study, confirmed the finding. This was 

one of two papers that were published in the Archives at nearly the same time. The other was on 

serendipity in the discovery of psychiatric treatments.  

TB: So you published on serendipity in the discovery of psychiatric treatments?

DJ: That research was done at the Cornell History of Behavioral Sciences Department. The word serendipity relates to ancient Ceylon or Sri Lanka (Serendip) where the anti-malarial properties of quinine were accidentally discovered.  But we found that most discoveries in biological psychiatry were not really serendipitous.  The discoverers did not know what they were going to find, but they were looking for something.  Let’s take the example of malaria therapy.  Wagner von Jauregg got the Nobel Prize for malaria therapy in cerebral syphilis. He found that people with syphilis who had malaria were less likely to have psychosis. This led to the idea that if you induced malaria it could improve or prevent psychosis due to schizophrenia. At that time this made sense because there was no other effective therapy for schizophrenia.  Let’s take one of the more recent discoveries of antidepressant effects of antituberculosis medications such as iproniazid.

TB: Nathan Kline’s discovery?

DJ: Right. He and others found that patients with tuberculosis treated with drugs like iproniazid showed improvement in depression, so they tried the drug in depressed people without tuberculosis.   At the time they did not know about monoamine oxidase.  However, they were smart enough to put two and two together and come to the correct conclusion.

TB: And they discovered the antidepressant effect of iproniazid.

DJ: Correct. Another example would be the neuroleptics. These drugs were used by anesthesiologists and surgeons who found that sedative and antihistaminic “lytic cocktails” calmed patients before surgery. The thinking then was that you could use these drugs to calm psychotic patients. You could argue that it was not a scientific or logical discovery because they did not know the drugs blocked dopamine receptors.  There is also the discovery of lithium which is often given as an example of basic science research leading to clinical discovery. Cade, a practicing Australian physician with a basic science laboratory, found that lithium had a sedating effect on animals. 

TB: You are implying that serendipity is not enough.

DJ: The point is that scientific discoveries are not usually a pure accident.  There is some luck, but luck alone does not help unless you have the potential and ability to use it.  Only Newton came to the conclusion that gravity caused an apple to fall from a tree. Others saw apples fall from trees but did not discover gravity.  I believe that science involves lots of work and that you need to be looking for something relevant. Of course if you knew exactly what you were looking for it would not be a discovery.  I remember there was a book on Discoveries in Biological Psychiatry.  I thought you contributed to it.

TB: I didn’t. Frank Ayd and Barry Blackwell published that book.  

DJ: Anyway, I had those two papers, on tardive dyskinesia and on serendipity published at about the same time in the Archives of General Psychiatry.  Those are still two of my favorite papers.  At Cornell, I applied for and was selected for a research fellowship at NIMH. This had been my dream when I was in India. I wanted to go to NIMH because everybody knew it was the place to learn and conduct research.  I was dreaming about something I had never seen.  

TB: So you went to the NIMH?

DJ: Yes. At Cornell I found that learning new things really turned me on.  I was doing dynamically oriented psychotherapy with borderline patients, going through the history books, working with animals or conducting clinical research. Cognitively it comes to the same thing - the excitement of learning something new.  That is what turns me on. 

TB: When did you go to NIMH?

DJ: 1977. I was there for nine years and worked with Richard Wyatt in the neuropsychiatry branch at St. Elizabeths’ Hospital along with Floyd Bloom, Ermino Costa, the basic scientist, and Chris Gillin.  

TB: It had to be very stimulating.

DJ: It was.  I could not believe that people were paying me to learn and conduct research.  I thought I should pay them! The National Library of Medicine at NIH was the largest in the world.  I felt like a kid in Toys ‘R’ Us.  That is the fascination of NIH; there is an expert in every area and so many topics to explore.

TB: That must have been a great experience for you given your interests and expectations.

DJ: Yes, Richard Wyatt was my supervisor, and he was very good.  He let me do a lot of different things. I conducted clinical research, did some animal research and worked in neurochemistry labs.  I found it helpful to explore different things and find out what suited me most.  One of the first things I did was to write a book on tardive dyskinesia.  It was during the fellowship and I spent about a year doing it. This was not an edited book and it wzxs about 250 pages long so I had to teach myself neurochemistry and neuroanatomy in order to write it. It was the first book I published and I still think it is the best book on tardive dyskinesia.  Richard Wyatt was the second author.  Ross Baldessarini reviewed the book, and did a great job helping me take the subject further. I found it a tremendous experience.  I also worked on the neurochemistry of schizophrenia, especially paranoid schizophrenia.  I performed some neuropathology studies and did some collaborative research with people in India.  I am proud to be an American citizen but also proud to have come from India.  On one trip I went back to India and collected spinal fluid from a group of hospitalized patients with tardive dyskinesia to take back to NIMH and look at the levels of norepinephrine. I felt that the dopamine receptor supersensitivity theory of tardive dyskinesia had been overblown, and that it was not the explanation for tardive dyskinesia.  I thought there were other mechanisms with increased catecholaminergic activity that were critical. In this study we found that was the case; there was an increased level of norepinephrine metabolites in patients with tardive dyskinesia compared to controls.  We published that in the British Journal of Psychiatry.  An interesting aspect of that study was that the Indian customs would not allow people to take biological fluids out of India. They did not want blood to be sold or misused.  Even a tiny amount of cerebrospinal fluid could not be transported, so we did something which we might not have been allowed to.  But I feel it was the only way to study the biology of tardive dyskinesia in India using American technology and expertise. Tardive dyskinesia is less common in India, but the neuroleptic dosages are also much lower.  One of the fringe benefits of being at NIMH was that I completed the two remaining years of my residency while I was conducting research in the evenings and on weekends.  That was also the time my wife, who is a child psychiatrist, had our second daughter.  So, it was a really busy period, but I found that it was helpful being a neurologist.  It made me much more knowledgeable about medicine. I published almost a hundred papers while at NIMH.  

TB: Did you publish exclusively on your findings in schizophrenia?  

DJ: Not exclusively, but a number of the papers were on schizophrenia.  One paper I should mention, which I worked on with several of my colleagues, won the A. E. Bennett Award from the Society of Biological Psychiatry. It was on heterogeneity in schizophrenia from a biological viewpoint. We noted hat schizophrenia is usually classified on the basis of clinical symptoms as paranoid, hebephrenic or catatonic.  It did not make much sense because, except for the paranoid type, the others are not biologically distinct.  So, we looked at different dimensions for grouping people with schizophrenia.  One dimension was tardive dyskinesia.  One was size of the ventricles on CT, large versus small.  Another was neurochemical, and so on. That was what we called “ex uno multi”, which means many out of one.  It is the opposite of “e pluribus unum”, which means one out of many. It is not that there are different types of schizophrenia, but there are dimensions.  These are not distinct subtypes that you can divide patients into, rather they are dimensions.

TB: So, agan, what are the different dimensions?

DJ: Ventricle size, tardive dyskinesia, paranoid schizophrenia, neurochemical and cognitive changes.

TB: Negative symptoms?

DJ: There could be a dimension of negative symptoms. An individual patient could be categorized according to all of those dimensions.

TB: One of the dimensions you mentioned was tardive dyskinesia. Some patients develop ardive dyskinesia, others don’t.

DJ: Right.

TB: Is there any way of predicting who will not develop it?

DJ: I think there are people who would not develop dyskinesia even if you treated them for 100 years.  We saw patients in St. Elizabeths’ Hospital who were being treated with high dosages for 30 years but did not have one symptom of dyskinesia.  On the other hand, there were patients treated for six months who developed severe dyskinesia.  So susceptibility to tardive dyskinesia is an important dimension.

TB: And you have the other dimensions.  

DJ: It is a multidimensional concept. For example, somebody with schizophrenia who has large ventricles and severe negative symptoms would be susceptible to tardive dyskinesia but that might not solely explain the risk.  There might be something else that we do not yet know about dyskinesia.  So, while our results were interesting, more important was the approach. We should not divide people into specific subtypes such as type I and type II, but look at them in terms of different dimensions and how much of each dimension a person has. That was the approach we took to understanding the heterogeneity of schizophrenia. A patient could be rated on each dimension, say 30% susceptible to tardive dyskinesia, 40% in terms of ventricles, etc. Saying that schizophrenia has multiple dimensions is better than saying that there are fixed subtypes, which is usually how schizophrenia is conceptualized.  

TB: Do you think that schizophrenia is a valid diagnostic concept or it should be broken up?

DJ: My view is that chronic psychosis is the syndrome.  In maybe a decade or more chronic psychosis will be identified as a syndrome when we find something unique biologically about it.  I do not think schizophrenia is necessarily a unique disorder and that schizophrenia, psychotic mood disorders, delusional disorder and psychosis not otherwise specified, are all probably more similar than different biologically.  Right now we differentiate all these disorders on the basis of clinical symptoms.  I think that is not going to stand the test of biology. I expect we will identify genes for mood disorders, and genes for psychotic disorders.  Within psychotic disorders, we will have subgroups which may be more dimensional than categorical. For example, if you have an equal number of genes for schizophrenia and for depression, you will have a psychotic mood disorder. If you have multiple genes for schizophrenia and only one or two for mood disorder, you may have schizophrenia with mild depression. Something like that.  Right now we are focusing so much on dividing schizophrenia into clinical subtypes, and then separating schizophrenia from psychotic mood disorders, and so on.  I do not think that will stand the test of time.  We will have chronic psychotic disorder as a syndrome that includes schizophrenia as well as psychosis with depression or other disorders.

TB: What are the symptoms of chronic psychotic disorder?

DJ: The symptoms could be delusions, hallucinations, and thought disorder.  Actually cognitive impairment would be present in all of these patients, not the type of cognitive impairment we see in dementia, but cognitive impairment in terms of learning and executive function. Many patients will also have some negative symptoms.  

TB: Such as?

DJ: Negative symptoms such as flattening or blunting of affect, social isolation, social withdrawal, alogia. So, the patients would have some positive symptoms such as delusions and hallucinations and some negative symptoms plus cognitive impairment. There would be differential response to antipsychotics. Only the positive symptoms would show significant improvement.

TB: Are these patients distinctly different from patients with mood disorders?

DJ:  Yes. One important differentiating factor would be the usual age of onset of illness, 

something I became interested in when I left NIMH. .  

TB: Where did you move?

DJ: After I was at NIMH for a number of years, I decided that I needed to move on and do something on my own, so I looked at different places.  At the University of California in San Diego (UCSD), I found exactly the type of place I wanted and so I moved there.  It was partly by serendipity, though not entirely so, that I got into geriatric psychiatry; UCSD had an opening in geriatric psychiatry.  They were just starting a program and wanted me to be its Director although I did not see myself as a geriatric psychiatrist at that time.  However, I had a wonderful fellow by the name of Jackelyn Harris. Once I decided I was going to run a geriatric psychiatry program with my research background being in schizophrenia it seemed to make sense to focus on schizophrenia in older people.  Again, it was exciting, something new that very few people had studied before.  I found out how little was known in this area, especially in the United States.  There was a long tradition of geriatric psychiatry in Europe, and a lot of work on paraphrenia for example.  Canada also had a number of excellent studies done on paraphrenia and late-onset schizophrenia.  In the United States, on the other hand, there was very little published on the topic.   DSM-III, which came out in 1980, said that you could not diagnose schizophrenia when the onset of psychotic symptoms was after age 45.  So, I wanted to study people whose illness looked like schizophrenia but with an onset after 45. 

TB: So your interest turned to late onset shizophrena?

DJ: I found that challenging so I started with a literature review; there was very little and yet people had strong biases. Then we collected a sample of patients who had what looked like schizophrenia but with an onset after age 45.  Most researchers did not believe there was such a thing as late-onset schizophrenia.  We studied those patients with a grant from NIMH, the first I received.  We performed extensive clinical evaluations and conducted comprehensive neuropsychological studies. 

TB: In what year did you get the grant?

DJ:  In 1987. It became a ten-year grant after I received the NIMH merit award. That was a wonderful experience. As I got more and more into it the whole field became fascinating.  Now I identify myself first as a geriatric psychiatrist, something which I never would have thought of until I moved to San Diego.

TB: But didn’t you still continue your research in schizophrenia?

DJ: Yes.  My work is still primarily on schizophrenia and aging.  I find that there are two exciting parts to this; one is late onset schizophrenia and the second is what happens to early onset patients as they get older.  I find the concept of dementia praecox wrong; schizophrenia in older people is neither dementia nor is it necessarily “praecox”; it can have late onset.

TB: Didn’t Kraepelin adopt the terms from Morel via Kahlbaum?

DJ: Yes, that is true.  He described paraphrenia in later life.  However, he still believed that paraphrenia was a different illness from dementia praecox and that these were people whose course was more benign than dementia praecox. On the other hand, Kraepelin’s students who followed his patients found that the course of paraphrenia was generally similar to that of dementia praecox. Still, if you talk to most researchers in schizophrenia, they think it is dementia praecox, although they don’t use that term. When DSM-III changed to DSM-III-R it removed the restriction on age of onset. But there remains a fair amount of skepticism about onset of schizophrenia after 45, and similar doubt about possible remission of schizophrenia. The concept of schizophrenia as dementia persists - not Alzheimer-type dementia, but a neurodegenerative disease. The concept of schizophrenia is a life-long illness; once you have schizophrenia you will always have schizophrenia.  I find that a fallacy.  In many cases schizophrenia is a life-long illness, but there is a proportion of patients who I believe have a true remission.  I find that in  late-onset schizophrenia remission is not common. Nonetheless our understanding of these conditions has the potential of revolutionizing treatment in two ways.  I see late-onset schizophrenia as nature’s experiment for delaying onset of the condition. While most people who have schizophrenia develop the illness between 15 and 25 years of age, some people are protected from developing it until age of 50 to 55.  If you could identify factors that lead to delay in the development of illness, modify them, and slow the onset of schizophrenia from early life to the 50s, the improved quality of life would be tremendous. That is something I believe we need to do.

TB: On what basis do you imply that it’s schizophrenia?

DJ: Good question.  How would you know somebody has schizophrenia?  You can’t look at the brain and make the diagnosis. So, what we call late-onset schizophrenia are patients who meet all of the usual criteria for schizophrenia and would not meet criteria for any other major DSM disorder.  We have followed these patients longitudinally, some for over ten years.  These patients are evaluated every year and continue to meet the criteria for schizophrenia.  They are treated just like other patients with schizophrenia except for lower dosages of antipsychotics.  The concept of late-onset schizophrenia is well accepted in other countries.  Last year we published a paper in the American Journal of Psychiatry on the International Consensus Statement on Late-onset Schizophrenia.  There were people from a dozen different countries, including Robert Howard, Mary Seeman from Canada, Peter Rabins, and myself.

TB: So, Mary Seeman was also involved in this area of research?

DJ: Mary has done some great work in older people with schizophrenia and estrogen especially.  Anyway, we published the consensus paper in which we said we believe in late-onset schizophrenia, and that it is different from early-onset illness in some ways.  Gender is a big difference.  It is much more common in women while early-onset schizophrenia is much more common in men. That may give us some clue about estrogen or something related to it as a possible protective factor;   I think it is simplistic to say that it is only estrogen.  But to answer your question, I do think it is schizophrenia, but schizophrenia is a broad, heterogeneous entity.  Obviously, not all people with schizophrenia are similar.  There are different subgroups.  Patients with early-onset and late-onset schizophrenia are different in some ways.  However, they are also similar in many ways.  What we need to do is find out what protects some people from developing schizophrenia until later in life.  Most Alzheimer’s patients develop dementia at 65, but some people get it at the age of 40.  These are not only people with Downs syndrome, but also people homozygous for the APO-E4, gene.  I think we will find genetic and other markers that could be associated with late-onset schizophrenia. It could be some neurochemical abnormality or a unique psychosocial factor.  We need to find those to help us delay the onset, and even, in the long term, prevent schizophrenia.  The other side of the coin is remission of schizophrenia in old age; that too is a controversial concept.  Most researchers think that there is no such thing as remission of schizophrenia.  If you read the older studies of Manfred Bleuler, he described patients with schizophrenia who after decades of institutionalization, began to improve and function well.  That is one area that we have been looking at. We published a case of a patient we had been following longitudinally, who had schizophrenia and subsequently went into a persistent remission.  The point is that there is a small minority of people who seem to have a true remission of schizophrenia.  We need to study those patients well, and find what causes remission because if we identify those factors and modify them, a cure of schizophrenia would be possible.  Right now to talk about prevention or cure of schizophrenia is heretical.  

TB: As you know, it has been proposed by some to split schizophrenia into two classes of disease. What are your thoughts about that?

DJ: I personally do not think you can split them into two groups, however, I think a very important dimension I would use is age of onset.  

TB: In terms of age of onset doesn’t paranoid schizophrenia have a later onset than the other forms?

DJ: Are you talking about paranoid schizophrenia or paraphrenia.

TB: Paranoid schizophrenia.

DJ: Paranoid schizophrenia does tend to have a later age of onset than non-paranoid schizophenia. In terms of paraphrenia Kraepelin did not use age of onset as a differentiating criterion.  The distinction was only made later when Sir Martin Roth, one of the pioneers in geriatric psychiatry, reported on paraphrenia and late paraphrenia, the latter being after age 65.

TB: But you do separate that late-onset group from the others?

DJ: Yes. Late and early onset schizophrenia are different. However, I personally do not think there is any fixed age cut off that one should use rigidly to differentiate. This is not just true for schizophrenia but also applies to other disorders in the chronic psychotic syndrome including psychotic mood disorders, psychosis not otherwise specified, etc. All of them have different dimensions on which they can be subtyped, and one of the really important dimensions would be age of onset of the psychotic syndrome. However it wouldn’t be a fixed age cut off. Kraepelin was right about differentiating mood disorder and schizophrenia, but the differentiation would not be so much in terms of the course, which he used for this purpose.  I believe that schizophrenia is not necessarily a continuous life-long illness, and, at the same time, mood disorders are not necessarily episodic. Recent work on minor depression shows that it can be very common in between episodes of major depression.

TB: It seems that you are in agreement with Leonhard’s classification.

DJ: Was he the one who called it process schizophrenia versus reactive schizophrenia?

TB: No, he was the one who separated unsystematic from systematic sczophrenia.  Unsystematic schizophrenia is episodic, whereas systematic schizophrenia is continuous. Are you doing any research in this direction?

DJ: What we are now focusing on are mainly middle aged and elderly people with psychotic disorders. We have an NIMH funded Center to look at that.  We study schizophrenia, delusional disorders and psychotic mood disorder.

TB: Just late-onset psychotic disorder?

DJ: No, not just late-onset.  These are people who are currently middle aged or elderly; the majority, had onset in early life but are getting older.  We take anybody over 40 and there is no upper age limit. In my next few years I want to focus on the geriatric patient population, over age 65, because that is the population that has been understudied over the years, the elderly psychotic patients. Yet that population is going to increase tremendously.  

TB: Could you elaborate on this project? 

DJ: We do longitudinal studies of psychopathology, neuropsychological performance and motor function, but in the last few years we have moved into intervention research.  We are doing studies of not just pharmacologic treatments, but also psychosocial interventions like combined cognitive behavior therapy and social skills training.

TB: Are you comparing the effects of different treatments?

DJ: Almost everybody needs antipsychotics in this group, so what we do is study the effects of antipsychotics plus cognitive behavioral and social skills training.  Antipsychotics alone would not necessarily improve patients’ functioning. In the last few years the focus has been more and more on psychosocial treatments and much less on neurochemistry because I don’t have the right type of neurochemical markers to look at. I am at the stage in my life where I want to do something to help patients directly.  While understanding the illness is important, how can we really help them? We assess the patients at baseline, and there are different treatment protocols.  Just about all of these are federally funded research studies, but some are long term treatments for nine months. Let me give one example. We are comparing three different atypical antipsychotics, risperidone, olanzapine, and quetiapine in middle aged and older patients with psychotic disorders, looking at the therapeutic and side effects, not just dyskinesia.  Tardive dyskinesia is much less common with this new class of drugs than with the older drugs, but we have new tardive disorders. In other words it is not tardive dyskinesia, but new long-term side effects, like diabetes, weight gain, and who knows what others.  It took 10 years after neuroleptics were introduced into psychiatry before tardive dyskinesia was reported, five years actually to be perfectly correct, but 10 years before people really became aware of it.  Most of the newer drugs have not been out that long.  So, we may still see something in the years to come. Another study is headed by a young faculty member, Laurie Lindamer. She is looking at the effects of estrogen in postmenopausal women with schizophrenia.  A couple of psychologists in our group have studies of combined cognitive behavioral therapy and social skills training in older people with schizophrenia.  One study we have not started yet, but I am excited about, will look at work rehabilitation in older people with schizophrenia.  A number of studies have shown that in a younger population it works very well, though not in everybody. In the case of older patients there is rampant ageism so it is important to show that older patients can work too if they are provided with appropriate help and training. 

TB: What would you consider your most important contributions to the field of neuropsychopharmacology?

DJ: Only time can tell, but what I find most exciting is the work on aging and schizophrenia both in terms of age of onset and remission.  It has the potential for markedly improving our understanding of schizophrenia in general. 

TB: What about your early work on tardive dyskinesia?

DJ: It was a really useful experience in terms of learning research and helpful in showing that there is something called tardive dyskinesia.  When I started working in that area many people did not accept its existence. In the late 1970’s there was a paper in the Journal of Clinical Psychiatry titled, Tardive Dyskinesia: A Myth? Even in the 1980s there were papers in journals like the Archives that said there was no such thing as tardive dyskinesia in patients with schizophrenia. 

TB: What would you consider your most important publication?

DJ: The papers on tardive dyskinesia were important because they brought attention to tardive dyskinesia and also showed how it was different from what many people thought.   Another is the paper on late-onset schizophrenia.  I think my best paper is yet to be written.  One paper I want to write would crystallize my thinking on schizophrenia and aging.  I am considering a new book in the next few years on aging and mental illness.  

TB: What was your last publication?  

DJ: The very last paper that I published was on psychosis in  Alzheimer disease. If you are asking about a database paper, there are several that came out around the same time.  

TB: Just the one you think is the most important.

DJ: Not necessarily a paper that I am the first author on?

TB: Not necessarily. 

DJ: Two such papers came out recently.  One, in the Archives of General Psychiatry was a longitudinal study of schizophrenic patients with cognitive assessments on an annual basis.  That was one of the most comprehensive papers on stability of cognitive deficits in older people with schizophrenia.

TB: When did you become a member of ACNP?

DJ: A long time back.  I do not remember the year; it was the early 1980s, maybe 1983 or so.  I was very fortunate to be selected a member the first time I applied. The ACNP is a wonderful organization.  It makes you very humble because you see how smart other ACNP members are.  

TB: Am I correct that you are the president of a new organization?

DJ: Yes.  I wanted something that was like ACNP but international, and focusing on geriatric Psychiatry. So, we founded the International College of Geriatric Psychoneuropharmacology, (ICGP).  

TB: Aren’t you also the editor of a journal?

DJ: Yes. This is The American Journal of Geriatric Psychiatry. 

TB: Is there anything we left out and you would like to mention?

DJ: I find the field of geriatric psychiatry extremely fascinating and important.  In the next 30 years growth of the elderly population is going to be tremendous.  I hope that I can do something to help them.  

TB: On this note we should conclude this interview with Dr. Jeste. Thank you for sharing this information with us. 

DJ: Thank you.

( Dilip Jeste was born in Pimpalgaon, India in 1944. 





