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JOHN M. KANE

Interviewed by Thomas A. Ban

Acapulco, Mexico, December 11, 1999

TB: This is an interview with Dr. John Kane( for the archives of the American College of Neuropsychopharmacology. We are in Acapulco, Mexico; it is December 11, 1999.  I am Thomas Ban. Let us start from the beginning; when and where were you born? Tell us about your education and how you got involved in research in psychopharmacology.

JK: I was born in New York City in 1945, and grew up in suburban Westchester County.  My father was a physician and my mother was a buyer for the Army and Air Force Exchange Service. My father specialized in pulmonary medicine and was very influential in my decision to go into medicine. He had enormous intellectual curiosity in a variety of areas and made significant contributions to X-ray techniques and pulmonary medicine.  I went to high school at the Horace Mann School in New York and attended Cornell University, where I majored in English. From there I went to NYU Medical School and became increasingly interested in psychiatry, spending a good deal of elective time working on different projects. One of these was with Neal Miller at Rockefeller University, another with Stella Chess in the Child and Adolescent Psychiatry Department at NYU and a third involved evaluating the Substance Abuse Treatment Program in a residential community model.  Those experiences were very valuable in forming my subsequent decisions and perspectives.  

TB: Where did you do your residency in psychiatry?

JK: I did my psychiatric training at Hillside Hospital and the reason, primarily, was that as a medical student, wandering around the bookstore and library, I came across a book Don Klein and John Davis had published in 1969 on Psychiatric Diagnosis and Treatment that made a profound impact. I have kept my original, underlined, annotated copy, which I started reading in medical school.  Don Klein was at Hillside and that was an important factor in my decision to choose it for residency.  

TB: Are we in the late 1960s?

JK: Right.  The book was published in 1969.  I graduated from medical school in 1971, and spent four years doing residency at Hillside Hospital.  During residency, I tried to fulfill a dream I had to spend time studying anthropology and sociology. So I took graduate courses at Columbia in those departments, and they were very helpful in giving me a broader perspective on factors that influence human behavior. During residency I started working with Don Klein and Rachel Gittelman-Klein in research and I’m very grateful to Don for making himself available to me as a resident. He would let me sit in on his consultations with private patients as an observer to learn from his diagnostic and treatment approach; needless to say that was a very valuable experience.   Don Klein has been one of the most valuable contributors, helping to advance the field in terms of diagnostic sub-types and response to pharmacologic agents. Having that perspective as a resident was extremely valuable and made me more and more interested in research. So when I finished residency in 1975 I began working full time in research, not only with Don but also with Arthur Rifkin and Fred Quitkin; they also were extremely generous.  They treated me as a peer rather than a resident and made me feel I was an equal member of the team.  Beginning to spend full time in research in 1976, with another colleague I started the Lithium Clinic at Hillside Hospital. We did a number of very large treatment studies in unipolar and bipolar depression, subsequently, published in the Archives of General Psychiatry. A lot of that research was done under the leadership and guidance of Fred Quitkin, Arthur Rifkin and Don Klein.  So, during the first couple of years of my residency, I was heavily involved in affective disorders, particularly bipolar disease, becoming an expert in the management of those patients. We ran over a hundred and fifty patients through long-term clinical trials, involving lithium, imipramine and, in some cases, placebo.  After that Don and his group were recruited to Albert Einstein by Ed Sachar and, then, to Columbia. I had a choice as to whether to go with them or stay at Hillside. That was probably one of the more difficult career decisions I ever made, because I knew I was not ready to go it alone. Don Klein made the decision easier by telling me if things didn’t work out at Hillside I would be able to move to Columbia.  For the next year or two I continued to meet, quite frequently, with Fred Quitkin, Art Rifkin and Don to get their advice but, within a couple of years, I was able to get my first NIMH grant, examining the dose response relationship in long term maintenance treatment. The idea was of using antipsychotic drugs to prevent relapse in patients with schizophrenia. We did some pilot studies first, which suggested that extremely low doses of antipsychotic medication could be effective and then set up a large controlled trial, which involved about one hundred and sixty patients.

TB: When you say extremely low doses of antipsychotic medications could be effective, what do you mean? 

JK: Fluphenazine decanoate, 1.25 to 5 milligrams every other week. At that point in time, there had not been a lot of work on trying to establish minimum effective doses for maintenance treatment.  One of the incentives was to reduce some of the long-term side effects that that had been associated with antipsychotics, specifically, tardive dyskinesia (TD.).  

TB: So you were interested in reducing the occurrence of TD. Could you tell us something about TD?

JK: TD is a syndrome that was observed shortly after the introduction of antipsychotic drugs, in the mid to late 1950's. It involves abnormal involuntary movements, usually of the mouth, tongue and face, but often involving the extremities as well. In its’ most severe form, this could be disfiguring and disabling. In some cases it was persistent for years even after the antipsychotic drugs were discontinued. Initially, there was debate as to whether or not this condition was due to antipsychotic drugs, but it became clear, over time, that the drugs were playing a major role in causing this condition. A major goal in psychopharmacology, in that era, was to see if we could reduce or eliminate the risk of TD. Our desire to identify minimum effective dosages for maintenance treatment was, to some extent, driven by concern about TD. We did show, using these micro doses, we could produce a significant reduction in the early signs of TD. On the other hand, the risk of relapse did go up on the small doses we used, although the relapses were not usually severe and did not, necessarily, require hospitalization.  There was a balance of risk to benefit when one begins to approach the minimum effective dose.  We went on to do a number of studies, including participation in a large NIMH funded multi center project, called Treatment Strategies in Schizophrenia in which Hillside was one of five sites. Another area we began work on was first episode schizophrenia. There had been very few studies focusing on that population. We knew antipsychotic drugs were very effective in controlling the acute signs and symptoms of schizophrenia, but it was not clear whether one needs to continue treating patients over a long period of time after recovery from a first episode. In collaboration with Fred Quitkin and Arthur Rifkin, we published a paper from a placebo controlled maintenance trial in first episode patients. We demonstrated there was a significantly higher risk of relapse among patients assigned to placebo than among patients continued on active drug.  The trial lasted for a year. The sample size was relatively small, twenty-eight patients, but we were able to show a significant difference. It was the first controlled trial on maintenance treatment of schizophrenia. In spite of the fact we and others have shown that the relapse rates, after five years, among  untreated patients was as high as eighty percent we are still struggling to get patients to accept continuation of medication after remission from a first episode. The results from the most recent study at Hillside suggest that medication can reduce the risk of relapse by a factor of at least four and is the single most important factor. In our first episode maintenance study, it turned out that patients with poor pre-morbid social adjustment had a much higher rate of relapse when they went off medication than patients who had better social adjustment. In the early 1980's, when I recruited Jeff Lieberman, we continued with studies in first episode patients, following them longitudinally and looking at issues such as brain morphology, cognitive functioning, neuroendocrine response, treatment outcome, relapse and so forth. In the late seventies there were a couple of other areas we were actively pursuing.  

TB: Didn’t you continue with your research on TD?

JK: We did. Jim Smith and I wrote a very extensive review on the prevalence of TD, which was published in the Archives. It pointed out that the estimates of the prevalence of TD ranged from half of one percent to as high as fifty-six percent.  That made it clear there was a lot of uncertainty as to how serious a risk TD really was.  So, we decided to start a prospective study of TD. Many people said it was overly ambitious to try to follow patients longitudinally to determine whether they would develop tardive dyskinesia, but we had the necessary population and infrastructure at Hillside.  We were also able to win support from NIMH for a very large scale prospective study of TD development, which went on for more than a decade. Findings of our study suggest the incidence of TD grows with cumulative antipsychotic exposure by about five percent annually. We identified some risk factors for developing TD, for example early EPS. We also demonstrated that patients with depression, particularly unipolar depression, were at greater risk for developing TD. There’s still a debate about whether bipolar diagnosis is also associated with a higher risk. We did not find that, but we did find that lithium, when given concurrently with antipsychotic drugs, confers some protection against tardive dyskinesia.  The rationale for that is lithium’s ability to reduce the hypersensitivity of dopamine receptors. That prospective study of TD was rather unusual and did provide very valuable data for both investigators and clinicians.

TB: Could you elaborate on what kind of valuable data it provided for investigators and clinicians?

JK: It provided valuable information, for example, relevant to informed consent. In the area of TD the simple fact of being able to say that the risk for developing it is five percent over time, is helpful in discussing the risk-benefit ratio of treatment. It was also important feedback to those involved in drug development by underlining the need for compounds that would have a significantly reduced risk for TD.

TB: So this is how you got involved in research with clozapine?

 JK: The next area of research we got involved with was with clozapine, a so called atypical antipsychotic drug, which had been around for awhile, but had not been marketed because, in the mid 1970's, there were several fatal cases of agranulocytosis in the course of treatment As a result, a conclusion was drawn that clozapine appeared to have a significantly higher risk of agranulocytosis than conventional antipsychotic drugs, such as chlorpromazine, which was known to produce agranulocytosis rarely. In the early days of chlorpromazine treatment people used to do blood tests because of that risk but, subsequently, it was concluded that agranulocytosis was so rare it was not necessary. Clinicians were also aware that patients could recover from agranulocytosis with withdrawal of the original medication and appropriate medical management. When clozapine appeared to have a significantly higher risk of agranulocytosis its’ marketing was curtailed but even in those years it was available in some countries with the necessary precautions. 

TB: How did you actually get involved with clozapine?

JK: In about 1977, I was approached by Sandoz, currently known as Novartis, to take over the management of a group of patients who had been receiving clozapine from Nathan Kline.

TB: So that is how you got involved with clozapine?

JK: We had read about clozapine and felt it did differ from other antipsychotic drugs in it’s’ ability to produce a range of clinical effects, which seemed broader than other antipsychotic drugs; it seemed to be helpful in some patients who had not done well on other drugs.  The main characteristic of the drug, universally agreed upon, was a very, very low propensity to induce Parkinsonism. That we found very intriguing, because we assumed that drug induced Parkinsonism was an intrinsic character of all effective antipsychotic medications.  Clozapine really set a new standard in that regard.  Chemically it is not that dissimilar from some tricyclic antidepressants, but it did have novel receptor binding characteristics, in that it bound to a broad array of receptors, including serotonin, alpha adrenergic and histaminergic receptors, as well as dopamine receptors. At that time we were aware of the different sub-types of dopamine receptors that clozapine was subsequently shown to bind to.  So, it did appear to have a number of novel properties. Also it did not elevate prolactin and seemed to be more effective in improving negative symptoms, although that was anecdotal at the time.  It is relevant to the story that in the late 1970's, we at Hillside were one of the few sites in the United States using clozapine.

TB:  So, Sandoz contacted you to take over Nate Kline’s clozapine treated patients and do what?

JK: What Sandoz wanted was that I try to discontinue clozapine in the patients because there was no IND for clozapine at that time. We took on the challenge but, when we tried to discontinue clozapine in a number of patients, the consequences were unfortunate. I regret having attempted to do that, but we really did not know what to expect. What happened was that the first couple of patients suffered very severe relapses and we had to hospitalize them. We tried numerous other medications but none seemed to help. So, we put them back on clozapine and both the nurses and attending staff were very impressed with the results. This experience changed my attitude towards the possibility of having a differential response to antipsychotic medications.  We had all grown up with the notion that antipsychotic drugs were interchangeable, in terms of clinical effectiveness. There had been about a hundred studies comparing chlorpromazine and trifluoperazine to other drugs in the acute treatment of schizophrenia and only one out of a hundred studies showed a difference, which is something you can get by chance.  So, we assumed the drugs were equally effective in group comparisons but clozapine seemed to hold the promise this might not be the case.  Our experience with the first few patients we took off clozapine had a dramatic effect on me.  I became so interested in clozapine that we began to treat some patients, who had failed to respond to other drugs, with it. By the time we had an IND Sandoz had established the fact that agranulocytosis was generally reversible if the drug was promptly stopped. It was also recognized that, if proper medical management was provided, mortality declined substantially. I thought if it could be shown that clozapine had some unique or superior properties in comparison to the available medications it would be an important addition to our treatment armamentarium. We had a number of meetings with the Food and Drug Administration about our interest. At the first meeting we talked about some of the anecdotal data that was available and suggested this drug might hold promise for some patients with treatment refractory schizophrenia. The decision was that the FDA would consider approving this drug for marketing if, in the context of a prospective well designed study, we could demonstrate clear superiority over an available control drug. We took on that challenge and I became the lead investigator in designing and implementing a large multi-center study, funded by Sandoz, in hospitalized treatment refractory patients who had failed multiple other drugs and also failed a prospective trial of six weeks treatment with haloperidol in doses of up to 60 mgs a day. They were patients who had been chronically institutionalized, for whom clinicians and expert psychopharmacologists had nothing to offer. We published the results in the Archives in 1988.  The design was very conservative and very strict. Reading our results, most people were surprised that clozapine was able to show superiority in this population.  But it did and those results led to the FDA approving clozapine for marketing in 1990. That certainly is a study I’m extremely proud of. It’s one of the most frequently cited papers in psychiatry over the past decade and I think it played an important role in setting the stage for a new generation of drugs. Clozapine did serve as a prototype for a new generation of drugs to be developed. Our findings suggested it was possible to have an antipsychotic medication that caused relatively few parkinsonian side effects and was superior to other drugs in certain types of patients. The findings were attributed to clozapine’s novel receptor binding profile. It also had an important heuristic impact on the field by suggesting we might be able to develop other compounds that could mimic clozapine’s novel properties.

TB: What about the use of clozapine in other patient populations? 

JK: Since the time of our first study we have done other NIMH supported studies in which we compared clozapine with haloperidol in less severely ill patients who live in the community and our findings will be coming out in the Archives sometime next year. In this population, we also demonstrated the superiority of clozapine over haloperidol for positive but not for negative symptoms. We are finishing a double-blind comparison of clozapine and risperidone in patients who live in the community and we already know that fewer patients are dropped for lack of efficacy in the clozapine group in comparison to the risperidone group. Interestingly, some of the risperidone patients do well and if we look at those patients who survive in the study, in terms of psychopathology, the risperidone patients although there are fewer, are doing just as well as the clozapine patients. At this point it remains an open question whether the new generation drugs can show advantages in treatment refractory patients. My read of the literature, as of December 1999, would be that clozapine would still have to be ranked as the number one drug, in terms of effectiveness in treatment refractory patients. It may be that drugs like risperidone and olanzapine also have some advantages over conventional drugs, such as chlorpromazine or haloperidol, but not quite to the same degree we see with clozapine.  So we continue to do studies with clozapine, trying to delineate the areas in which it is most effective. We also did studies using clozapine to treat patients with severe TD or tardive dystonia and found that clozapine was not only helpful in preventing TD, because of its’ low risk of extrapyramidal side effects, but was also in ameliorating abnormal involuntary movements in those very severe cases in which they persist after discontinuation of antipsychotic drugs. For some time clozapine was the standard treatment of patients with Parkinson’s disease that develop L-DOPA induced psychosis.  Now, some of the other new drugs are beginning to play a role in that area. I should point out that clozapine is probably still underutilized.  Many clinicians don’t take advantage of the opportunity to switch to clozapine when other neuroleptics, like olanzapine and risperidone do not help.

TB: We have been talking about clozapine for some time but I don’t think you have mentioned the dose you have been using. 

JK: In the original multi-center clozapine study we published in 1988, the dose of clozapine averaged about 600 milligrams a day.  Now, we usually shoot for a dose of about 500 milligrams per day. European investigators tend to use lower doses, and that still remains an area of controversy. My read of the literature, and this includes data from the clinical studies as well as studies which employed blood levels of clozapine, is we probably want to shoot for a dose of 450 to 500 milligrams a day to make sure we have an adequate trial.  But if a patient doesn’t respond we should do a blood level and, if the blood level is low, we should try even higher doses because once someone has got to the point of needing clozapine, we should make sure they have an adequate trial.

TB: Did you try to correlate blood levels and receptor binding?

JK: We do blood levels if a patient hasn’t responded to clozapine. We don’t do them on a routine basis. The studies that have been done have correlated blood levels with clinical response.  They have not always been correlated with measures of receptor binding in the central nervous system.  But the results support the fact that clozapine does have some unusual characteristics. 

TB: At the beginning your interest was on the effect of clozapine in chronic patients, refractory to other drugs. But didn’t your interest shift to studying the effect of these drugs in acute patients? 

JK: We are now comparing two of the new generation drugs, risperidone and olanzapine, in first episode patients. Most of the studies were conducted to obtain new drug approval from the Food and Drug Administration in relatively chronic patients who’ve had multiple episodes.  If you look at the literature, on average, patients are in their late thirties and they’ve had more than five or six previous hospitalizations with a mean length of illness of over fifteen years. If we believe that these new antipsychotic drugs have novel properties, it’s going to be very important to assess their impact at the onset of the disease and, subsequently, in patients who’ve not been  treated with other antipsychotic drugs, so we can see the true impact of these drugs in terms of the evolution of negative symptoms, cognitive dysfunction or even brain morphology. The current study is an attempt to look at these issues longitudinally, and to begin to collect data for answering these questions. We also need data as to whether there are meaningful differences between the new antipsychotic drugs.  They all seem to be effective.  They all seem to have less extrapyramidal side effects in comparison to drugs like haloperidol. Whether they prove to be significantly better in terms of the course of the illness, compliance with treatment and in relapse prevention remains to be seen.

TB: Any other area of research you would like to address?

JK: In the Hillside First Episode Studies it appeared that patients, who had delay in treatment during their first episode, seemed to have a poorer response subsequently. Similar findings were reported by Eve Johnstone and by Phil May as early as the 1960's. This has led to a tremendous interest in reducing the time between onset of illness and initial treatment. It has also become clear there are prodromal signs and symptoms in many cases of schizophrenia including symptoms like depression, social withdrawal, suspiciousness, sleep disturbances, irritability, bizarre behavior and ideas of reference. None of these symptoms would allow full diagnosis of schizophrenia, but when patients and families are interviewed, it’s clear in many cases, there are early signs before the onset of full blown psychosis.  The question now becomes, can we with certainty, identify people in the prodrome and institute effective treatment that might reduce the risk of a full blown psychosis?  Hillside has now established a clinic which focuses on this area of research. 

TB: So there are certain manifestations that might be predictive for developing psychosis? 

JK:  Identifying these prodromal signs and symptoms does have some predictive value. If you combine that with family history you’re increasing the predictive power to justify routine treatment. We’re beginning, in some cases, to use antipsychotic medication if we are seeing early psychotic signs and symptoms. We are also trying to identify social and environmental factors that play a role in delay of getting treatment. We have to do a much better job of training primary care physicians, other health professionals, and even general psychiatrists in rapidly and reliably identifying the early signs of schizophrenia, making sure patients get into an appropriate treatment setting to manage that phase of the illness. The public also suffers from the fear and stigma associated with mental illness, so even when a family is concerned about a young person demonstrating some worrisome or bizarre behavior, they may consciously or unconsciously deny that, because they’re fearful of the consequences. We need a tremendous amount of public education outreach to physicians, clergy and school teachers to narrow this gap. 

TB: Any other area of research you have been involved with? 

JK: There are a number of other areas.  We’ve been involved in a number of clinical trials, developing new compounds. Another area is the issue of involuntary commitment. We published a paper a number of years ago on what happens to patients’ attitudes after involuntary commitment to hospital. We found that once patients responded to treatment their attitudes towards involuntary hospitalization changed. In response to a series of questions, most patients said if this ever happened again, they would want you to do the same thing, which is very important, because when we discuss the issues of protecting their civil liberties and protecting them from harm it can be a very difficult balance. There are patients providing proxy consent, so if they do become psychotic they’re giving permission to be hospitalized. That study was very helpful, in clarifying that patients were capable of understanding and appreciating the need for hospitalization. The other striking finding was that the overwhelming majority of patients, despite having been committed to the hospital on an involuntary basis, once they’re out of hospital, did come back for treatment on a voluntary basis over a long period of time, which suggests that they recognized and accepted the need for treatment.  Another area that we’ve been interested in and concerned about is the placebo response in schizophrenia. There’s a lot of debate as to whether there should be placebo-controlled trials in any condition for which there’s an effective treatment available or should we just do active comparisons.  I think there are very legitimate points to be made on both sides, but one of the realities in schizophrenia research, involving affective disorders, is that response to treatment of proven effective antipsychotic medication is very heterogeneous and very unpredictable. We recently conducted a meta-analysis, involving hundreds of patients participating in controlled clinical trials, comparing proven effective antipsychotics and placebo for some of the new generation drugs, and what we showed was there was an enormous variability in the placebo response during the course of a four to six week trial. We also have historical data that shows an enormous variability in response to haloperidol during a similar four to six week period. All in all it can be difficult to draw conclusions without a placebo group. On the other hand, there’s legitimate concern about participation in a placebo controlled study when effective active treatments are available. I think it requires a consensus among patients, families, investigators and governmental agencies, as to what’s necessary scientifically and ethically appropriate. That debate is still going on. 

TB: Could you tell us something about the different assessment instruments you are using in your research?

JK:  There have been a number of scales developed over the years to measure different aspects of psychopathology.  There’s also a group, including  Nina Schooler who we recruited to Hillside a couple of years ago, working on a new scale which will hopefully be an improvement over  previous scales in measuring both positive and negative symptoms. Rating scales have played an important role in helping to define clinical response, but they have been somewhat disappointing in capturing the array of domains in which patients with schizophrenia are affected.  The field is still struggling with trying to develop a comprehensive set of instruments that would include both positive and negative symptoms as well as cognitive functioning, psychosocial symptoms and other factors relating to long term functional outcome. We’ve primarily utilized the BPRS. Peg Werner and others developed the BPRS’ Hillside version. We have a whole research unit focusing on that area. We’re pleased with some of the results we see in the changes in psychopathology in short and long term clinical trials, but the real question is whether the patient can function in the community in a relatively normal way.  

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

JK: Probably my work with clozapine in demonstrating how important clinical research can be in  developing newer and better treatments and also in playing a heuristic role for research on a pre-clinical level.  We’d like very much to be at a point where the etiology and pathophysiology of the disease are driving the development of treatment, but we’re not there as yet in schizophrenia. So we rely on clinical research and observations to establish advances in treatment and try to reason backwards from there to try to understand what implications this might have for mechanisms of action, pathophysiology and so forth.  Unfortunately, very high quality clinical research is not given the recognition and support it needs. I hope one of my major contributions through the clozapine or prospective studies of TD, or the first episode studies, would be to demonstrate how valuable well designed, carefully conducted clinical research can be in setting the stage for further advances in knowledge, whether clinical or pre-clinical. 

TB: Is there anything specifically you would like to see to happen in your field of research? 

JK: We have not succeeded in understanding the mechanism of action of clozapine and there’s a tendency to focus rather narrowly, on a number of different neurotransmitter systems involved.  By doing that we often arrive at premature closure.  Also, it may very well be that schizophrenia is a number of different diseases and we still have a long way to go to understand the sub-types and different domains affected.  It may very naive to think one drug is going to simultaneously improve positive and negative symptoms, cognitive dysfunction, social withdrawal, apathy and lack of motivation, that all of these will be alleviated by a single drug. It may be we need multiple treatments and not just pharmacologic ones but also psychosocial treatments to be able to address all the domains of dysfunction we see in this disease we call schizophrenia. That’s another area we hope we’ve made some contribution.

TB: So, you would like to see a more comprehensive approach to treatment? 

JK: Right. We’ve recently recruited Anil Malhotra, who is focusing on genetic strategies to delineate sub-types and better understand pharmacologic response. The enormous excitement surrounding mapping of the human genome and explosion of knowledge that will take place in the genetic underpinnings of disease and pharmacologic response, is going to be one of the most exciting areas over the next decade.

TB: At the beginning of this interview you talked about Don Klein, and later on you mentioned Jeff Lieberman. It seems Hillside provided a stimulating environment for research.

JK:  Certainly, Hillside provided a stimulating environment for research.  I talked about the role of Don Klein and other colleagues and that, in the early 1980s, I recruited Jeff Lieberman.  I was able to sponsor a research scientist development award for him in the mid 1980's, which enabled him to begin the new generation Hillside First Episode Studies. And Jeff continued that work for more than a decade at Hillside.  

TB: Didn’t Jeff work with you on methylphenidate?  Could you elaborate on that?

JK: One of the issues has always been can we do a better job of predicting drug response or vulnerability to relapse? There was still considerable debate about whether maintenance treatment should be on a continuing or intermittent basis for some patients. We thought if there was some way to predict who might be vulnerable to relapse we would know whether to make a concerted effort to keep a patient on medication. There were observations that dopamine agonists, given orally or intravenously, were capable of producing a transient exacerbation in psychotic signs and symptoms and this was a methodology for identifying those vulnerable to relapse. I think the whole area of challenge studies has come under question as to whether or not that is something we should be doing, but these studies were done at a time when it seemed an opportunity to help by establishing a better profile of what the risks and benefits of treatment would be.  It was also applied in the first episode study as an attempt to understand the sub-types of patients who might respond better or worse to treatment.  

TB: You found clozapine superior to some of the other neuroleptics and especially to haloperidol.  Did anyone replicate your findings?

JK: There have been a number of controlled trials with clozapine, conducted by Alan Brier,  Sanjiv Kumra, David Pickar, and very large scale studies, conducted by Bob Rosenheck and Susan Essock, but the results are not always the same.  Some studies have demonstrated clear superiority in measures of psychopathology, whereas other studies have shown superiority in rates of relapse or rehospitalization. But the superiority of clozapine has held up well across a number of studies. The irony is that there’s not as many double-blind control trials on clozapine as there should be and a lot of the claims that have been made for clozapine have come from open and uncontrolled trials, so there’s still a lot that needs to be done.

TB: Let me switch to some of your publications. You started to publish in the late 1970s, didn’t you?

JK:  There were a couple of papers that came out around the same time about the prophylaxis of unipolar and bipolar depression; it was one of my first major publications in the Archives.  Data from our first episode maintenance treatment study was an early report.  Our work on the prevalence of tardive dyskinesia was also an early report.

TB: Were these papers published in the late 1970s?

JK: Late 1970s and early 1980s.

TB: What was your last publication? 

JK: The last publication is one that’s in press, which will be a report on the Six Month Comparison of Clozapine and Haloperidol in Moderately Ill Outpatients.  That’s the last paper in press, right now.

TB: Approximately how many papers did you publish?

JK: About two hundred papers and a few books.

TB: Were any of the papers or books translated from English into other languages?

JK:  I think some of the papers have been and the 1988 clozapine paper has something like seventeen hundred citations, so it’s a citation classic, which I’m very proud of.

TB: You are the recipient of many awards. Didn’t you recently receive the Heinz Lehmann Research Award?

JK:  I was very pleased to receive that. Heinz Lehman was one of the pioneers in our field and it was a great pleasure to receive something with his name on it, particularly since I’d had the pleasure of knowing him. He was at the award ceremony. I’ve been very gratified to win a number of awards, including the Lieber Prize and the American Psychiatric Association Research Prize. I never expected any of those things when I went into research.  It was purely a fascination with the challenge of trying to improve the treatment and it’s always been a privilege to work in this field and be recognized for contributions.

TB: Is there anything we left out and should be on the record?

JK: The other thing I’m most proud of is that, for the past twelve years, I’ve been chairing the Department of Psychiatry at Hillside Hospital, one of the largest psychiatric hospitals in the country and that has a very strong research and clinical training tradition. I’m very proud of the fact we’ve been able to integrate research into a private, not for profit, psychiatric hospital, and to train a terrific group of clinicians and investigators as well as maintain a resource for people in the community and nationally in need of treatment. Probably the most gratifying is the acknowledgment and gratitude from patients and families helped by our work.

TB: So you have been active as a clinician, teacher, researcher and administrator? 

JK: Unfortunately, a few years ago, I made the decision to curtail my clinical practice, and so I’m seeing a very small number of patients now. But, as a clinical administrator, I’m involved in trying to provide state of the art care to thousands of patients, so I feel much rewarded by that.

TB: I think we should conclude this interview on that note. Thank you very much.  

JK: Thank you very much.

( John M. Kane was born in New York City, New York in 1935.





