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  DANIEL P. VAN KAMMEN

Interviewed by Thomas A. Ban

Waikoloa Village, Hawaii, December 10, 2001

TB: This will be an interview with Dr. Daniel van Kammen( for the archives of the American College of Neuropsychopharmacology. It’s December 10, 2001. We are in Hawaii at the annual meeting of the American College of Neuropsychopharmacology. I am Thomas Ban.  So let’s start from the very beginning: where and when were you born? If you could tells us something about your early interests, education and how you got involved in neuropsychopharmacology?  

DvK: I was born in Dordrecht in The Netherlands in 1943. This meant there was still a year and a half to go before World War II ended.  My parents were both physicians and very early on I got involved in research. My parents were very much interested in research; I was one of the first children to get tuberculosis inoculation with BCG after WWII and one of the first to get polio vaccination and those kinds of things. So there was always an interesting new development in medicine as I grew up.  Then I went to  the “gymnasium,” which is a six-year program with science, such as  physics, chemistry, biology, extensive math, languages, such as Dutch, English, German French, Latin and Greek, history and geography.  

TB:  Where did you go to the gymnasium?  

DvK:  In the town that I was born in, Dordrecht, 15 miles south of Rotterdam. Then I went to the University of Utrecht and like my brother, my parents and my grandfather, I was going to be a physician. During high school, I got interested in psychiatry. I was an avid reader from early adolescence on Dutch history, world literature, poetry and anything I could find in my parents’ library. I was very much excited by that.  

TB: So, you entered medical school because it was a family tradition and became interested in psychiatry while still in high school.    

DvK: Right.  Psychiatry was not a family tradition. We used to say, psychiatrists are reluctant physicians, but that seemed to be the obvious choice for me.  

TB: During the period you were a medical student, pharmacological treatment was not very much accepted in psychiatry in your country. Is this correct?  

DvK: In academia there was still a strong influence of psychodynamics and particularly psychoanalysis but any experienced psychiatrist was very excited about the new developments in psychopharmacology. Rümke, who died shortly before I started to attend psychiatry lectures, was a great proponent of the emerging psychopharmacology. He was a psychoanalyst but very interested in psychopharmacology. 

TB: So, you did not know him.
DvK: No, but my brother, who is two years older, knew him. 
TB: He was a very important figure in psychiatry. Wasn’t he the one who first described the “praecox feeling”?
DvK: Indeed. He published a lot of good text books and case histories. He was known for the praecox feeling which we don’t rely on any longer for diagnosing schizophrenia.
TB: Did you have any contact with Herman van Praag?  

DvK: Not at that time, but his book on Psychopharmacology had come out during the years I was a medical student. That was a tremendous help early on, before Donald Klein and John Davis wrote their book.  Later I did my PhD thesis with Herman Van Praag and David De Wied, who was professor of Pharmacology in Utrecht. I was Herman’s first PhD after he became chairman of psychiatry. The title of my thesis was: Studies with Amphetamine in Depression and Schizophrenia.
TB: Who succeeded Rűmke?

DvK: Professor Plokker who asked me, following my first year psychiatry exams, to become a junior resident at the Utrecht University hospital. That was very exciting; it was where I prescribed lithium to the first manic patient I treated, a 14 year old girl. I did my psychiatric clerkship at a State hospital near Utrecht and worked with a psychiatrist and a resident responsible for an admission unit of 30 beds and two chronic units of 60 to 70 patients.  That gave me the opportunity to see psychopharmacology in action. As the psychiatrist Dr Fuldauer used to say, “These drugs are supposed to work”.  Many times, of course, we saw good results but for chronic schizophrenia or bipolar patients we needed better and different drugs.  

TB: What year are we in?  

DvK  Between 1966 and 1968.  My clerkship was a two year program with the first year internal medicine, psychiatry, neurology and the second year surgery, gynecology, obstetrics and some minor programs, dermatology, ophthalmology and ENT.  In-between those two years, I did an interview tour in the United States. I started out visiting the Nathan Kline Institute which wasn’t called that as Nate was still alive. I visited several programs in New York City, including Bellevue, went through Boston to McLean Hospital and Mass General.  McLean was the first program to offer me a residency position. I also visited the programs at Rockland State Hospital, Cornell, Rochester in New York State, Toronto, Pittsburgh and UPENN before I went on to NIMH where Lyman Wynne suggested I should talk to Joe Stephens at Johns Hopkins. I stayed in Bethesda at the house of Don Fredrickson, the Director of the Heart Lung Institute. What excited me in the United States was the emphasis on systematic clinical research. Out of that interview tour, I got about five offers and decided to go to Hopkins, because Johns Hopkins University was a great place for my fiancée to complete her Art History studies and finish her PhD. I also knew about Hopkins. I had spent some time at the American University in Beirut two years earlier, just before the siix-day war in 1967, when Johns Hopkins was supporting the AUB Medical School and Hospital. Hopkins also offered a very eclectic program from psychoanalytic training to psychopharmacology. For all kinds of reasons, Baltimore suited me well. So, after I completed my medical training in Holland in 1969, I moved to the United States within two weeks of graduating and started the internship Hopkins had arranged for me. My psychiatric residency started in July 1970. Seymour Perlin was Residency Director and Gerald Frank was head of outpatient and psychotherapy. Joe Brady ran an experimental behaviour therapy program; he was also very interested in psychopharmacology. Joseph Stevens was doing schizophrenia research. Sol Snyder, fresh from Axelrod’s laboratory at NIMH, was my clinical supervisor in the second six months of my first psychiatry residency year.

TB: Was Joel Elkes the chairman of the department of psychiatry at Hopkins at the time?

DvK: He was there during my first two years and then left.  Joel Elkes and Frank Ayd sponsored me later for the College.  

TB: When did you get involved with the American College?  

DvK: When I was at NIMH.  

TB: How did you get to NIMH?

DvK: When I left Hopkins, I did a fellowship with Dennis Murphy at NIMH. It was at that time I first attended an annual meeting of ACNP, in 1973 or 2974.  

TB: Did you already have a career in psychopharmacology in mind?

DvK:  When I was preparing a six month elective in my last residency year, I looked at all kinds of possibilities. Group therapy was very exciting in those days, and so was family therapy.  I worked with Virginia Satir, the family therapist where I had intensive training in family therapy that was delightful; it gave me insight into all kinds of clinical matters. I had the usual psychotherapy training and I worked with Joe Brady in a study group on behaviour therapy. So I explored all kinds of interesting opportunities.   

TB: Did you have any contact with Joel Elkes while you were a resident?

DvK: Joel was a visionary; he developed all kinds of educational programs. He was involved with Israel in developing mental health centers there; he was setting up the community mental health center in Columbia, Maryland, family therapy with Virginia Satir and group therapy with Irving Yalom, who had just left when I came. All those were started by Joel.  Plus, of course, we had our psychopharmacology programs; Frank Ayd was there. Curt Richter, the diurnal rhythm scientist, had an office next to me on the third floor of the Phipps Clinic. Joel would talk to us once a month but not someone we had close contact with.  If you wanted to talk to Joel, the story was you had to hide in the men’s room, waiting for him. 

TB: Did you do any research while a resident at Hopkins?  
DvK:  I did with Lino Covi and Renato Alarcon, a resident from Peru, who was working with Lino, on anti-anxiety and antidepressant drugs. Renato was my resident mentor. Every junior resident had an older resident as mentor.  He is a great colleague and friend.

TB: What did you do after your residency?

DvK: I worked in Dennis Murphy’s clinical unit and lab at NIMH.
TB: Did you have any interaction with Biff Bunney?  

DvK: Not at the time, but later on. Originally I was going to be at NIMH only for six months but Dennis offered me another year to finish our research. And during that year Biff took over from Lyman Wynn and created the Biological Psychiatry Branch that included Bob Post working in affective disorders, Elliot Gershon doing genetics and Chris Gillin doing sleep studies. Judy Rapaport was there in child psychiatry while Candace and Agu Pert with John Tallman were in the biochemistry laboratory. It was a great group of people. Then Biff asked me to set up biological and pharmacological research in schizophrenia.
TB: Could you say something about the research you did with Dennis Murphy?

DvK I was studying platelet MAO activity, serotonin uptake in platelets in his lab and in the clinic, and I used the amphetamine challenge for predicting treatment response.
TB: So you used an amphetamine challenge to predict response to antidepressants? 

DvK: Yes.  It was a follow up of Jan Fawcett’s first report.

TB: What did you find?  

DvK: The higher they scored on the amphetamine response scale, the more they improved with the Vamphetamine challenge, the more likely they were to respond to antidepressants.  It was really Dennis’s idea to do that research.
TB: Was it regardless of the antidepressant?  

DvK: The patients were mainly on imipramine or amitriptyline and that didn’t seem to make a difference. We were also trying to block amphetamine induced hyperactivity in lithium treated depressed patients and were working on the effect of lithium on depression. Tom Insel later wrote up the effect of lithium in depressed patients. We also looked at urinary MHPG with Helmut Beckmann in Fred Goodwin’s lab. Helmut became professor and chair in Würzburg, Germany and President of the CINP. To me, it was very exciting to have another European around because I still felt European.  

TB: So your first clinical research project dealt with prediction of treatment response to antidepressants?

DvK: Right.  

TB: And you had positive findings?  

DvK: Right, Jan Fawcett had published on it first with Dennis Murphy. Predicting drug response has remained a very important issue.  

TB: In spite of your positive findings nobody is using the amphetamine challenge test. How do you feel about that?

DvKV: It’s disappointing; we had replicated Jan Fawcett’s findings. But, in academia we are more interested in coming up with scientific data, rather than practical applications.
TB:  Why was it dropped? It was not because it didn’t work.  

DvK: Most clinicians are uncomfortable using amphetamines if they don’t have experience with it during their residency. 

TB: When did you move from depression to schizophrenia research?  

DvK: In the middle of 1974. That was an incredibly exciting time. We were talking about the role of dopamine in schizophrenia but it was clear to me already that dopamine could not be the whole story. Not everybody got better by blocking their dopamine receptors. This was before it was demonstrated that neuroleptics block dopamine receptors. 

TB: It was still a hypothesis.  

DvK We started to do lumbar punctures and endocrine studies in schizophrenia.  Again I used amphetamine as a challenge test with the rational that d-amphetamine enhanced dopamine effects. It was intriguing that the action of amphetamine was supposedly related to dopamine in schizophrenia, and to norepinephrine in depression.  

TB: But in depression it was a favourable response that predicted a positive treatment effect.

DvK: In schizophrenia we got an acute but short lived worsening in some but not all patients. 
TB: In what proportion of the patients?  

DvK: About a third; I saw many flat and uncommunicative patients come alive after amphetamine. 

TB: Did any of the mute patients start to talk?

DvK:  Some mute patients improved briefly, but not all of them. According to the literature some mute patient responded to barbiturates, some to LSD, and some to other substances. I reviewed the whole literature from the beginning of the 20th century on that topic. It starts around 1929 when the first observations with amphetamine in mute schizophrenic patients were published. In reality the patient population with schizophrenia is very heterogeneous insofar as amphetamine response is concerned. You see worsening, no change and in others even improvement. 

TB:  Would you think those with worsening represent a different form of schizophrenia from those who don’t change or improve?    

DvK: We thought the nature of the response was state-dependent.  If people were very psychotic, they were more likely to improve; if they just came out of the severe episode but were not stable they were very likely to get worse. We had people who were very stable and who didn’t change. So when we looked at patients’ baseline it predicted their response. We did not think chronic amphetamine treatment was a good idea but some people have used amphetamine to treat negative symptoms of schizophrenia. By the way we tried naloxone and naltrexone in the Clinical Center. We were still looking primarily at dopamine, serotonin and norepinephrine in schizophrenia and I wrote a paper in those years entitled, The Dopamine Hypothesis Revisited because I thought dopamine hyperactivity did not fully explain everything in schizophrenia satisfactorily, even if dopamine activity seemed to move psychotic symptoms. 

TB: Was that your first publication in that program? 

DvK: That was probably the first paper from our schizophrenia program.  

TB: Was it based primarily on your findings with amphetamines in schizophrenia?

DvK: It also included a review of the literature. The paper was not restricted to findings withamphetamine, but included findings with L-DOPA.
TB: Did you find L-DOPA made schizophrenics worse? 

DvK: I used L-DOPA only in depressed patients. But we used apomorphine, a dopamine agonist and it did not have much of a behavioural effect in our hands. Burt Angrist, Michael Davidson and Carol Tamminga used L-DOPA and found it made schizophrenia worse. I then developed a hypothesis about an interaction between GABA and dopamine in schizophrenia, and published it in 1977. We followed that up with our first paper in 1982 on GABA levels in the CSF.  Our most important finding was the relationship of CSF GABA concentrations and negative symptoms. It was the first paper in which the idea that negative symptoms could be separated biochemically from positive symptoms in schizophrenia. Tim Crow had just started to separate his two syndromes clinically at that time.
TB: Would you like to elaborate on the GABA-dopamine interaction in schizophrenia?

DvK: When Kim from South Korea reported, in 1977, that CSF glutamate was decreased in Vschizophrenia it was dismissed by people. Now we believe that glutamate affects dopamine and that causes psychosis, negative and cognitive symptoms. We presented data at the annual meeting of ACNP which indicated that glutamate is the link between dopamine and psychosis. We did a “path-analysis” to see which influences what and in what order.  Could it be glutamate, dopamine, then psychosis, and then negative symptoms?  Or could the order be dopamine, then glutamate, negative symptoms and positive symptoms.  The only model supported by the data was: dopamine → glutamate → psychosis → negative symptoms. I think we’re going to see more data which will shift interest from dopamine to glutamate and GABA, with possibilities for glutamatergic antipsychotics. I’ve always believed that even though dopamine is in all likelihood involved, where it is in the chain of events is not known. So when we talk about an endogenous disorder, we don’t talk about a ß-endorphin or a norepinephrine or a GABA or a glutamate or a dopamine or a serotonin disorder, we talk about a multi-transmitter disorder. It probably means we need to move beyond the receptor, perhaps into the mitochondria at one end and to brain pathways at the other. We’re either dealing with second messengers or with completely different intercellular cascades that are altered and probably not in one place but in several. It’s a whole different concept. We looked at serotonin, norepinephrine, peptides, the immune system and membrane turnover. I got interested in the calcium channel binding protein in 1980, because D2 binding involves calcium binding. Calcium channel blockers seem to be more effective in bipolar mania. Or it could be a disconnectivity disorder; something that may involve impaired white matter. We need to rule that out because it’s the most obvious one. Ninety percent of brain cells are white matter. So, if you study a disorder like schizophrenia the world is still wide open.
TB: When did Tim Crow’s Type 1 and Type 2 schizophrenia enter the scene? 

DvK:  Tim Crow published his first paper on the two types of schizophrenia in 1979.  Negative symptoms seem to be present before the major productive positive symptoms appear.  

TB:  When did Nancy Andreasen publish on her positive and negative symptoms? 

DvK:  That was in 1981. She came up with a better scale than Crow. That was a very productive period; we started to look at CAT scans. Years earlier, during my residency, I treated an acutely psychotic patient who had a seizure. In those days we used to do skull x-rays and pneumo-encephalograms; CAT scanning was not yet available. When the report on my patient’s pneumoencephalography came back we saw the young woman had severe cortical atrophy and wide ventricles. I asked people, including Sol Snyder, what our findings meant, but nobody knew. Then, when the first CAT reports appeared, our findings made a lot of sense.  Furthermore, there was an early paper by Professor Winkler in the Netherlands who had noted a similar finding in chronic schizophrenic patients with pneumoencephalograms in the 1930’s or 1940’s.

TB: Were you able to fit all your findings together?  

DvK: We never really were able to because we didn’t have the statistical know-how at that time.  But we did find a relationship between CSF GABA concentrations and negative symptoms.  We also found that larger ventricle size was associated with lower HVA, DBH, and 5HIAA, as well as with more negative symptoms and worse premorbid functioning. We published a paper in the Journal of Neuropsychopharmacology where we reported that slow wave sleep, negative symptoms and ventricle size were related. Interestingly, Krieg at the Max Planck Institute, followed that up in Huntington’s disease, because there you also have negative symptoms, like apathy, decreased striatal size and decreased slow wave sleep. But if you want to put all these numbers together, you really need to do statistical modeling in a larger sample. That couldn’t be done at NIMH at that time. When I got to Pittsburgh, we started to use Bayesian statistics; we did statistical modeling with relapse prediction and random regression.

TB: When did you move to Pittsburgh?  

DvK: In December, 1982.  

TB: So from the mid-1970s to the early 1980s you were at NIMH in charge of research of the schizophrenia program and in 1982 you moved to Pittsburgh. During those years at NIMH, surely you had fellows.
DvK: People like Sam Siris, John Docherty, Steve Marder, Paul Alexander, David Sternberg, J.C Garbutt, Carol Tamminga, Jack Rosenblatt, Gerry deFraities, Dan Hommer, Ken Malas, Dan Waters, Chuck Schultz, John Boronow, Phil Ninan, and several others were fellows on my unit. Jack Grebb was a fellow with me as a medical student.

TB: I suppose you have many publications from that period?

DvK: Over 150.   

TB: Is there anything else you would like to talk about related to your research at NIMH?

DvK: We did a wide range of research. We showed that hemodialysis did not work in schizophrenia. The treatment trial was based on the assumption that endogenous toxins cause psychotic symptoms. Once we found that increased CSF MHPG and norepinephrine predicts an early drug free worsening, we gave amphetamine to patients on pimozide just before we switched them to placebo and those that showed an acute increase in psychosis were the ones that worsened very quickly after the replacement of pimozide with placebo. There were two patients who got better and remained asymptomatic for several weeks following pimozide withdrawal. This was all done with approval by the IRB at NIMH. When I went to Pittsburgh, we set up a research program that allowed us to study patients who were stabilized on haloperidol with cognitive tests, lumbar punctures, blood withdrawal, electrophysological measures, polysomnography, CAT scans, and later MRI’s. Then, haloperidol was replaced with placebo to see whether we could predict relapse. We found again that people who had elevated norepinephrine, even if they were somewhat stabilized, were the ones who relapsed quickly. In other words, you needed dopamine blockade to protect from the consequences of norepinephrine excess.  

TB: Did you measure norepinephrine in blood and plasma as well?  

DvK:  In the CSF and plasma. So having elevated norepinephrine may actually be a destabilizing factor in the absence of D2 blockade. We also found that patients with low DBH are more likely to respond to the dopamine blockade produced by antipsychotics.  

TB: Is there any clinical indicator of low DBH?  

DvK: We reported in our paper at NIH, published in Science, that good premorbid functioning was associated with low DBH.   

TB: Was it followed up? 

DvK: Joe Gelernter who had worked with me in Pittsburgh as a resident, and then moved to Yale, followed up the low CSF DBH data.   

TB: Was your research in Pittsburgh focused entirely on schizophrenia?

DvK: Yes, but I had become interested in post traumatic stress disorder (PTSD) because I saw schizophrenia also as a potential disorder of stress regulation. In 1982 PTSD was a diagnosis that didn’t exist. Particularly in the VA, there was a lot of controversy and people believed that PTSD starts out in the military as malingering. But I remembered from the post World War II years, that people didn’t talk about it that way. If you look at the literature, in the first five years following World War II and also following World War I, there was an enormous amount of clinical descriptions of PTSD in the psychiatric literature. 

TB:  What about after Vietnam?

DvK: In the early 1980s people started to realize the early negative reports on Vietnam veterans were not true. Then, with the DSM III-R, we got criteria for PTSD. 

TB: What was your position in Pittsburgh?  

DvK: I started out as full Professor of Psychiatry, and Chief of Psychiatry at the VA. That was the job I was recruited for. Within a few years I became acting Chief of Staff, and then was appointed Chief of Staff at the VA. I also set up a laboratory and a clinical research unit for schizophrenia studies. 

TB: Was Tom Detre the Department Chair?  

DvK: Tom recruited me.  

TB: I understood that you did electrophysiological studies and polysomnograhy in your research. Where did your experience, in these areas come from?

DvK: Chris Gillin taught me at NIMH. Chris and I did some sleep studies together in schizophrenic patients before and after amphetamine infusions in the pimozide study. Then, in Pittsburgh, I had a fellow from the University who was interested in sleep, Tom Neylan. He is now on the UCSF/Stanford faculty and the VA in San Francisco. Later Eric Nofzinger joined me and followed up on that work. Once we had the expertise, we published some very interesting data on the decreased level of slow wave sleep in drug free schizophrenia, and on the relationship between decreased slow wave sleep, wider ventricles and negative symptoms in schizophrenia. We started to look at the automated recordings and analyzed some of the spectral sleep data.
TB: Where did your support for research come from in Pittsburgh?

DvK: The research unit was fully funded by the VA. My research grants came from NIMH, VA and from private foundations. When I started out in Pittsburgh, I had no experience with grant writing. At NIH you wrote a four page proposal that was reviewed by the Institutional Review Board and then you went ahead. It was very simple and straightforward, different from writing a full-fledged 20 page scientific proposal for NIMH. I submitted two proposals from Pittsburgh to NIMH, one was on relapse prediction with norepinephrine measures and the other was treating psychotic patients with clonidine. I was asked by the NIMH site visit committee which one was more important for me?  I was advised by the chair to go for both but when I said they’re equally important, I didn’t get funded. But in the next submission we went for relapse prediction only and I have been fully funded since, by NIMH, the VA and private foundations.

TB: Could you tell us something about the clonidine studies you did? 

DvK: We put patients who got worse after antipsychotic withdrawal on clonidine and placebo in a double blind fashion and we confirmed Bob Freedman’s early findings with Dick Wyatt that clonidine has antipsychotic potential.  

TB: What does clonidine do?  

DvK: Clonidine is an α2 agonist that acts mainly presynaptically.  

TB: So you decreased, presumably, the norepinephrine in the synapse and by doing that you treated the hyper-noradrenergic condition?  

DvK: That is correct. We also looked at cognitive changes with clonidine and showed improvement. Obviously, we did not get the most chronic patients because there is an issue with informed consent. We did informed consent in such a way that the patient had to tell us why they wanted to be in the program, what it was we were trying to accomplish, and what were the risks. We would not proceed if they could not answer those questions to our satisfaction. We believed from day one that a better-informed customer is more cooperative.  For the same reason we wanted families to be a part of that process.  If the family didn’t support it, the patient would most likely withdraw at an inopportune time.  It is better not to waste anybody’s time, including the patients, if it is unlikely they fully understand what you want them to do.  

TB: You have collaborated with many people in your research. 

DvK: I have collaborated with a lot of people in my career. Modern clinical research is a large collaborative effort, which requires a very diverse expertise, which nobody can bring by themselves to the table.

TB: Is there anything else you did in Pittsburgh we did not cover?

DvK: As I said before I started out as Chief of Psychiatry at the VA and in 1985 became Chief of Staff. At the same time, I was responsible for the clinical running of the hospital, so I became an administrator. Then, in 1994, we had healthcare reform and I became a member of the VA team mandated to re-invent the VA. That was very exciting. It was like having training in management on a level you very seldom get.  At that time the Hospital Director who I had worked with for years got another assignment and someone else came who had also been in the VA Healthcare Reform Group. She and I shared a clear vision about what we needed to do to implement the transformation of the delivery of care. That took a lot of time away from my research.  

TB: So from the mid-1980s you were moving more and more into administration. Were you able to continue with your research while you were busy with administration?  

DvK: I was continuing with the sleep studies.  Mary Kelly, who got her PhD in Statistics in Pittsburgh, was my research assistant and I published with her on what happens to plasma MHPG and HVA when you discontinue haloperidol in schizophrenia. She moved later to Atlanta to become Faculty at Emory. Mark Beuger came to work with me as a Fellow from The Netherlands, and we wrote a paper about our CSF findings after haloperidol discontinuation. He became a psychiatric resident later. Allan Brown was a resident on the unit and later went to Columbia. 
TB: What have you been doing since the mid-1990s?

DvK: I started to do studies for the pharmaceutical industry as a way of learning about new compounds.  

TB: Could you tell us some of the drugs you worked with?  

DvK: I worked with sertindole, olanzapine, quetiapine, risperidone, and ziprasidone.

TB: With mostly atypical agents?  

DvK: Yes and a couple of compounds that didn’t make it. 

TB: Did you do any research with clozapine in Pittsburgh?  

DvK: No, I did not .When Sandoz first came and talked to me about doing a study with clozapine in the early1980's, the unit wasn’t ready and I didn’t feel I could do a credible job.  Later I started to prepare for the Novartis Clozaril study on suicide prevention just before I left for Industry.
TB: What happened to Sertindole?

DvK: Sertindole, because of a QTc problem, didn’t make it in the US. 

TB: Is there anything you would like to share with us about your experiences with the new atypical neuroleptics?

DvK: We found they produce fewer extrapyramidal side effects (EPS).  Since then issues like weight gain and Type 2 diabetes have emerged. The weight gain we see with these drugs in the community at large is a big problem. One thing that was very intriguing was their effect on negative symptoms.  So we looked further into negative symptoms because it seemed to me that some of the negative symptoms were secondary to EPS. Since then, that’s been shown to be the case. We had a poster presentation in which we showed the gamut of negative symptoms in those who relapsed and those that didn’t. In the early years, we saw people who got better for a while after being taken off antipsychotics, which suggested some symptoms were secondary to antipsychotic use. 

TB: Any other research you did in Pittsburgh you would like to talk about? 

DvK: We have done a lot of work with membrane phospholipids and the immune system. There seems to be a relationship between arachidonic acid turnover and cytokines and I’m sure we’re going to see some more developments in those areas.  

TB: Why did you leave Pittsburgh?

DvK: During my last year in Pittsburgh, the VA decided to go ahead with a merger of two VA hospitals and I abolished my own position, assuming I would then spend full-time on my research. Then I realized I was a general without an army. I also did not believe that writing 10 papers a year would make a dent in improving treatment options. Clinical development is hard to do in academia and I thought there must be other places I could do research.  So I started to look around and the only place I found where research could be done without spending all your time writing grants and building infrastructures was the Pharmaceutical Industry. The Research Institute of Johnson & Johnson hired me to develop topiramate (Topamax), an anticonvulsant for the treatment of bipolar disorder. 

TB:  Are you still with Johnson & Johnson?  

DvK: Yes.  

TB: And still in charge of the topiramate project?  

DvK: Yes, but we also have positive data in alcoholism and bulimia. 

TB: What is your title at the Institute?

DvK: I am the Global Medical Leader which means basically the lead psychiatrist in developing the drug. So I deal with protocol design, overseeing execution of the trials and safety. 

TB: Could you say something about some of your ongoing studies with topiramate?

DvK: We are doing studies in mania. We use the Young Mania Rating scale (YMRS) as the primary end point. The basic protocol lasts three weeks, but the European regulatory agency wants 12 week data. It’s intriguing because there’s no precedent for doing 12 week mania trials and there is no way of statistically analyzing those trials because you lose 50 percent of your subjects even in those three week trials.  When you’re out at 12 week it’s a big problem. 
TB: So you’re testing the drug in mania?

DvK: Yes. It also seems to work in depression and in prevention of relapse in bipolar disorder. We see effects also in Gilles de la Tourette’s.  

TB: So it is working in the prevention of bipolar disease.
DvK: There are some intriguing case reports in treatment resistant depression but we don’t know how good those are. Topiramate induces weight loss. It may work in eating disorders and a number of other indications as well, for example PTSD, treatment resistant OCD, etc. It is almost too good to be true. It has some cognitive side effects, though.

TB: Are you doing your studies globally around the world?  

DvK: Yes. We have clinical sites participating in South America, South Africa, Australia, East and West Europe.  

TB:  In what phase of development is the drug?

DvK: In Phase III. We hope by the end of next year we’ll go to the FDA; we’ll keep our fingers crossed.  

TB: Is there anything which we didn’t talk about and you would like to add? 

DvK: When I left Pittsburgh, I thought I had to resign my faculty appointment, but they said, well why don’t you become an Emeritus? So, I’m an Emeritus Professor of Psychiatry at Pittsburgh University. I am also an adjunct Professor at the University of Pennsylvania and Columbia University. .  

TB: Are you involved with teaching?  

DvK: Yes and no.  What I do is grand rounds and I give talks when people ask me.  

TB: Are you also seeing patients?  

DvK: Not anymore.   

TB: Anything else you would like to add?

DvK: Psychopharmacology has been very good to me and these are very exciting times. I am also involved these days in evaluation of new compounds.  .  

TB: So, you are very interested in developing new drugs. There are tremendous unmet medical needs and our patients definitely need new effective and safe drugs. Have you been active in the ACNP?  

DvKV: I have been on the Membership Committee, the Committee on Government Industry Relations and on the Protection of Animals Committee.  The ACNP has always been my intellectual center.  I hope to remain active.   

TB: Have you written or edited any books?  

DvK:  I have not written any book, I’ve edited a book series on Research and Clinical Developments in Mental Health, and a book with Malcolm Weller about Mental Health.  

TB: You are still very active and you seem to intend to stay active.

DvK: I am very grateful for the opportunities I have had and still have, and particularly for the wonderful people I have worked with. 

TB:  So on this note we conclude this interview with Dr. van Kammen and I would like to thank you for sharing this information with us.  

DvK: Thank you, Thomas.  
( Daniel P. van Kammen was born in Dordrecht, The Netherlands in 1943.





