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TB: We are at the 38th annual meeting of the American College of Neuropsychopharmacology in Acapulco, Mexico. It is December 15, 1999, and I will be interviewing Dr. Sam Gershon* for the Archives of the American College of Neuropsychopharmacology. I’m Thomas Ban. So, Sam, let’s start from the very beginning. Where were you born, brought up? If you could say something about your early interests, education, and how you got involved in neuropsychopharmacology.

SG: We’ll start when I was born. It was in 1927, and that event was in Poland. Then, in 1929, we came to Australia and I had my education, including medical school, in Sydney, Australia. After that, I went for a psychiatric residency to Melbourne, and then towards the end of that residency, I had a fellowship in the physiology-pharmacology department at the University of Melbourne. Essentially, I continued in the various activities in that department till the end of my residency in ’56. And then I went full time to the Department of Pharmacology at the University of Melbourne, and essentially stayed there till, pretty much, I left for the first time to the United States in 1959. Before I left, I was the acting chairman of the department of pharmacology. Then I went to the University of Michigan in Ann Arbor on a Pfizer Fellowship and I spent a year there.

TB: What did you do after that year? 

SG: I went back to Australia, to the Department of Pharmacology in Melbourne. I stayed a year there, and then I returned to the United States to work in the Missouri Institute of Psychiatry in St. Louis for a couple of years. Then I went to New York University (NYU), and stayed there for seventeen years.

TB: You’ve jumped over several years of your activities in Australia. Could you talk about what you did in those years?

SG: During those years I was a resident in psychiatry. I had a mentor at the University of Melbourne, Dr. Trautner, who had started the first large study of lithium after the publication of Cade. Cade’s publication was in 1949 and Trautner as soon as the beginning of 1950, started a large clinical trial of lithium. He studied one hundred psychiatric subjects, more than anybody had before or for a long time after. He was also first to introduce the use of plasma lithium assays. It was possible for him to do that because about a year before, Dr. Victor Wynn at the University of Melbourne published on the use of flame photometry to assay electrolytes, including lithium. So, in all the patients he studied and published on in 1951, he had done plasma lithium assays. In his publication Trautner noted that one should monitor lithium levels to prevent potential toxicity. And that was an enormous advance for the clinical use of lithium. Cade had never used plasma lithium monitoring; he felt that adequate clinical observations were sufficient. About the same time, two important events relevant to lithium treatment took place. First, in 1949, in the United States, many people died from lithium poisoning when lithium chloride was marketed as a substitute for sodium chloride for treating patients with hypertension. Then, in 1951, Trautner pointed out that monitoring lithium levels indicated a therapeutic window of the drug. And, pretty much, he set the window the way it’s always been for fifty years, from 0.6 mEql to 1.2 mEql. So, very early on after Cade’s paper was published, Trautner’s paper appeared and provided some essential information on how lithium should be used. Undoubtedly it was Cade who made the initial observation on the therapeutic effects of lithium. But it was Trautner’s work that made possible the broad clinical use of lithium. Trautner also highlighted that the action of lithium is pretty much restricted to its efficacy in typical mania. He was supportive of the specificity of lithium for mania, an issue that has been debated during the past fifty years, and has remained pretty much unresolved. Following Trautner’s first report, we conducted a series of other lithium studies. One of these studies, published in 1955, dealt with the teratology of lithium. It is interesting that at this annual meeting Dr. Manji referred to some of the teratological findings we had with lithium on tadpoles. In fact, all we found was a high rate of embryonic absorption in frogs; and as far as we could tell lithium had an effect on embryogenesis but there was no teratology. Today, in the light of some later reports in humans, the teratology of lithium is more clear. The purported increase in cardiac abnormality did not seem to be supported by later reports which indicated that the incidence of cardiac abnormalities with lithium is within the statistical distribution of the general population. Still, some teratological findings with lithium might be real.

TB: Did you participate in establishing the therapeutic window of lithium?

SG: Yes. We didn’t go around and establish the therapeutic window. We essentially said that’s what we thought it was. The idea that we should go around and establish it in controlled studies back in the early 1950s never entered our mind. There was no funding to ever contemplate such a study in Australia.

TB: Did you do any other clinical research with lithium?

SG: Oh, yes, we did many studies with lithium after the first one. In one of these studies we found increased retention of the lithium ion in the manic phase, and increased excretion of it when mania was resolved, followed by homeostasis. We published these findings in 1955 with the title “The excretion and retention of ingested lithium and its effect on the ionic balance of man,” in the Medical Journal of Australia. I was also involved in the teratology paper and in another paper with lithium, which didn’t have lithium in the title. It was a paper on the pharmacological treatment of shock dependency. We had bipolar patients and they were on maintenance ECT; we gave them lithium, not just for the episode, but also for prophylaxis, to replace ECT, and that’s where the title came from. We could, essentially, treat shock dependency prophylactically by giving lithium for long-term.

TB: Any other studies?

SG: Yes.

TB: Could you say something about your other studies with lithium while in Melbourne?

SG: There were a whole lot of lithium studies that followed the first one. The other ones were related to findings that tended to indicate that we might have to limit the clinical indications for lithium. We thought first that it would be indicated for recurrent episodic psychotic activity. And that included what, some years later, Perris referred to as cycloid psychosis. The central thing we found with lithium is that its efficacy is restricted to pure bipolar disease, to the so-called typical manic depressive disorder as described in British texts.

TB: What other research did you do besides lithium in Australia?

SG: I did a whole lot of other research in Melbourne in the Department of Pharmacology. I got involved in looking at pharmacological antagonists to morphine, and we developed synthetic compounds in the department for this purpose. We tried them in animal models, for example in dogs, because the dog responds with dose dependent sedation to morphine. We actually developed a series of amiphenazole-like compounds, which were antagonists to morphine. We also developed some indole alkaloids that were also antagonists. Another morphine antagonist we identified was succinic acid. It’s a dramatic antagonist to morphine-induced sedation and morphine coma. The last substance we tested in our animal model was THA, tetrahydroaminoacridane.

TB: Could you elaborate on your findings with THA?

SG: Well, we found that it was a morphine antagonist. It is clearly a cholinesterase inhibitor. In the last ten years or so, the focus of research with THA was in the treatment of Alzheimer’s dementia, based mainly on its cholinesterase inhibiting properties. At the time we worked with THA we also had a series of atropinergic agents available which could produce aberrant behavioral states in dogs and induce atropine psychosis and coma in humans. The interesting finding with THA was that it was a potent antagonist to both morphine-induced sedation and atropine-induced aberrant behavioral states. It was also a potent antagonist to imipramine and amitriptyline delirium; and used therapeutically for these indications. Then later on, in 1960, we developed other aspects of its utility when we found that similar to succinic acid, it has a general alerting effect in many CNS depressed states.

TB: Could you elaborate on this research?

SG: Well, this research goes back to 1959, when I went to the University of Michigan to work in the – at the time famous – schizophrenia and psychopharmacology research project, headed by Ralph W. Gerard at Ann Arbor. Gerard was a neurophysiologist but he had ideas about how one could dissect schizophrenia by various basic science approaches. Of course it didn’t work out that way, but it provided a very remarkable opportunity to do other research. What we were involved in was the use of chemical models for psychiatric disorders. We had available at that time a psychotogen, called Ditran, which was an anticholinergic agent and produced in dogs a hyperactive disturbed behavioral state. Based on my previous research with atropinergic agents in Australia we administered THA to dogs and found that it antagonized the Ditran-induced state and restored animals to normal behavior. So, we had an anticholinergic paradigm of what could be considered grossly aberrant behavior, and we had an antagonist. Ditran produced a psychopathological state where the individuals would have hallucinations, delusions and some disorientation, and its effect could be counteracted with the administration of THA. At the same time, other people were using phencyclidine, Sernyl, to induce a psychotogenic model state. We also had the opportunity to study Sernyl-induced psychotogenic model states. THA had an inconsistent antagonistic effect of phencyclidine-induced psychopathology.

We had studied in Australia a series of yohimbine alkaloids, including yohimbine indole alkaloids, harmine derivatives, and ibogaine derivatives, in dogs, and found that all indole alkaloids antagonized morphine-induced sedation and coma, and also the psychotogenic states induced by anticholinergics. So when I got to the US, I had the opportunity of taking the yohimbine research from the animal model into the human and testing whether yohimbine has anxiogenic effects. After a series of experiments in animals, we injected yohimbine intravenously into humans and we saw a dose dependent anxiety state produced with all of the physiological concomitants. By increasing the dose of yohimbine we could produce panic. In both dogs and humans, there was an increase in blood pressure and pulse rate with all of the other autonomic effects that a patient with anxiety would have, sweating, etc. We had also shown that any of the anxiolytics available at the time would control this yohimbine-induced anxiety and panic state in humans. An interesting finding was that tricyclic antidepressants aggravated the anxiety. We did a lot of other experiments with this anxiogenic model and many years later, the group at Yale used the yohimbine model as a sensitizer in a whole lot of studies of panic states.

TB: If I understood you correctly, all this research started in Australia in animals?

SG: All of this started there. None of the indole stuff was done in Australia in humans. It was all done in animals. I was involved between Australia and the US in the development of a number of agents that could be used as chemically induced models of schizophrenic-like states, and yohimbine as a model of anxiety and panic. I was also involved in the development of antagonists to all these agents.

TB: Was all your research in Australia done in the department of pharmacology after you completed your residency in psychiatry. 

SG: Yes. Actually psychiatry at the time was not a big thing in Australia. The departmental chairman in Sydney was a gentleman called Wolfgang Siegfried Dawson, who had written a textbook of psychiatry which would fit into your vest-pocket. That was the size of his textbook in psychiatry. In Melbourne, there was no chairman of psychiatry at that time. There were chiefs of psychiatry divisions at the teaching hospitals.

TB: I assume this was before Brian Davis became chairman.

SG: Oh, yes.

TB: Did you do any clinical work in psychiatry while you were in the Department of Pharmacology in Melbourne?

SG: I had an appointment as a consultant psychiatrist to two of the teaching hospitals.

TB: You went to the States for a year. Was your appointment at Ann Arbor in the department of psychiatry?

SG: I was in Michigan from 1959 to 1960, and during that year I was doing research in a schizophrenia and psychopharmacology project that Ralph Gerard was running. It was a project that was funded by the NIMH through Jonathan Cole’s division. Actually, it was during that time that I met Jonathan Cole for the first time when he site visited our program that he funded.

TB: When you say Jonathan Cole’s division at NIMH, are you referring to the Psychopharmacology Service Center?

SG: Right. He had with him, at the site visit in ’59, Gerry Klerman and Reese Jones. So, I met Jonathan Cole and these other folks. And Jonathan was to become an important contact for me from then on, even after I went back to Australia for a year.

TB: What did you do during the year you were back in Australia? 

SG: On my return to Australia in 1960, Dr. Shaw and I undertook a study on the effect of organo-phosphorus insecticides, which are non-reversible cholinesterase inhibitors that some scientists and farmers are exposed to. We found that some people in contact with such insecticides developed either a depressive or a schizophreniform psychiatric disorder. I was back in Australia only for a year, because on Jonathan Cole’s suggestion, the people at the Missouri Institute of Psychiatry in St. Louis got in touch with me and invited me to join them.

TB: Was it George Ulett who invited you?

SG: George Ulett was there and also Max Fink; they were running the show and I joined them.

TB: Could you tell us something about the place and also about the research you did while there?

SG: It was a remarkable place. It was one of the premier physical facilities available for psychiatric research in the United States. George Ulett had an enormous vision for creating that research institute. Have you ever visited the place? Heinz Lehmann was there many times.

TB: I did visit, but later on.

SG: It was a remarkable place. I had 150 dedicated research beds when I got there. I had also the opportunity of becoming involved in finalizing the building. All of the animal laboratories were state of the art facilities. I stayed there for two years, approximately, and that gave me an opportunity to do a whole lot of animal work and a whole lot of clinical studies, as well. I also had the opportunity to do electroencephalographic (EEG) evaluations with Max Fink and Turan Itil, and study the central nervous system effects of the agents I worked with in Australia. So we could clearly document in a series of studies the dramatic slowing of the EEG induced by anticholinergic drugs in human. We administered Ditran and documented that it produced similar changes in the EEG which are seen in patients with neurological deficit, brain injury, and alcoholics with cognitive deficit. We also documented the antagonistic effect of THA to Ditran on the EEG, and noted that those patients with neurological damage get cognitive deficit after the administration of lower doses of the drug. 

TB: So your later work with cholinesterase inhibitors was based on your research in animals in Melbourne and research in humans in St. Louis?

SG: Oh, yes. THA was the first cholinesterase inhibitor I worked with and we had our first studies in animals with THA in the late 1950s and early 1960s. It was many years later that based on our early research, THA was tried in the treatment of Alzheimer’s dementia.

TB: So it was your finding in St. Louis that THA counteracts anticholinergic induced EEG changes combined with clinical observations that the substance could counteract the cognitive deficit produced by anticholinergic drugs that led to the research with cholinesterase inhibitors in Alzheimer’s dementia.

How long did you stay in St. Louis?

SG: I was there about two years.

TB: Did you do any other research while there?

SG: There was a lot of activity in St. Louis; we had a very good group there, a bunch of laboratory pharmacologists and a bunch of clinicians. We had neuropsychologists and we had visiting psychiatrists that would come from other countries and work on our various projects. It was a very stimulating environment. And, as you know, later on, due to whatever political difficulties existed within the state of Missouri, it essentially died.

TB: Didn’t this happen after you left?

SG: I left before it died.

TB: You left for NYU?

SG: Right.

TB: How did you get to NYU?

SG: I got a job there. Actually Arnie Friedhoff was responsible for recruiting me to NYU. Arnie had a very active program in psychopharmacology there, both preclinical and clinical. And, with his help, we had the opportunity of trying to replicate a combined pre-clinical and clinical program in psychopharmacology. I think I got there in about ’63. It was a great setting; it provided all sorts of opportunities.

TB: Could you talk about your research at NYU?

SG: We had the opportunity there of having a research ward. We had laboratories and we had the opportunity of recruiting young research fellows into a psychopharmacology research unit in the department of psychiatry, with a lot of support from Arnie Friedhoff, and the chairman at the time, who was Sam Wortis, Joe Wortis’ relative, not his brother. Sam Wortis was never an important figure in psychopharmacology himself, but he was sort of a main support individual for biological research in psychiatry in his department. I think it’s not known to many people, but he was a very important figure, nationally as well, in supporting biological psychiatry in many ways, influenced in that direction by Arnie Friedhoff. 

TB: Could you say something about the research in your unit at NYU?

SG: Well, I was there for a long time from 1963 until about 1980. That’s almost seventeen years and, golly, we had a whole bunch of people. We managed to attract a lot of young research fellows, who really have all developed into very successful individuals. And I think it’s very important to stress the value of the opportunity to mentor young people. It’s really something that should be addressed in some form or way in a setting like the ACNP. They do have many fellowships in the ACNP for various groups, but that’s not exactly the same as close physical mentoring, in one’s department or division or facility. That seems to be the essential component. We started in New York a lithium program and a lithium clinic, at the time that Baron Shopsin joined. And we developed a very large program in bipolar disorders. Out of that program came a lot of work dealing with the specificity of lithium for the diagnostic entity of bipolar disorder; Baron Shopsin, together with others in the group, did a series of studies looking at lithium vs. neuroleptics vs. a control group in the treatment of schizoaffective disorder and schizophrenia vs. mania. The other person that joined us and worked in the same area of research was Gordon Johnson from Australia. He spent several years with us as a Fellow. Our research tended to support the idea that lithium was effective in controlled studies against a reference drug in mania. It was clearly better than placebo. Chlorpromazine was the active reference drug at the time. It was certainly effective, and had a faster onset of behavioral control in mania, but the opinion that resulted from those studies was that lithium had a much more significant effect on the core pathology than chlorpromazine did and patients could be discharged at about the same time, but their functional level appeared to be more intact with lithium than with the neuroleptic. These were the findings in the studies conducted by Johnson and Shopsin in mania.

Then, studies were done in a schizophrenia group and a schizoaffective group and there it appeared fairly clearly that in the schizoaffective group, lithium was dramatically less effective than the neuroleptic, either chlorpromazine or Haldol (haloperidol). These findings tended to support the specificity of lithium in the treatment of mania. In fact, not only was lithium less effective than neuroleptics but it appeared to increase pathology in the schizophrenic and the schizoaffective groups. Baron Shopsin then led a series of additional studies with lithium, where we pursued the finding that lithium has very major effects on thyroid function and caused hypothyroidism. And then, a whole lot of other research was conducted with endocrinologists to find out how lithium was producing hypothyroidism.

TB: Were these some of the earliest findings on the effects of lithium on the thyroid?

SG: I can’t say that we were the first or the second in showing the effects of lithium on the thyroid but these findings were early on. Another very dramatic finding was that lithium produced leukocytosis. We published it in about 1970. It hung around as a potential harbinger of some horrible hematological disease, until these patients were followed up for longer periods of time, and other investigators in Europe, especially Schou and others, could assure everybody that lithium has no serious hematological effects. Later on, it was found that one could use lithium-induced leukocytosis in cancer chemotherapy to increase white cell count that was depressed by chemotherapeutic agents for cancer. So even if that was an adventitial finding, it was clearly, an important one. The actual mechanism of how lithium increases white cell count is unknown to this day. These research activities with lithium developed as a sort of separate research division from the other research activities we conducted with lithium at the same time. For example, we studied the ratio of intracellular and extracellular lithium and the importance of this ratio in the clinical use of the substance. We also developed an assay for measuring lithium in the saliva instead of the blood, and a statistic for translating the saliva value to the plasma value. Also, Gordon Johnson did a whole lot of EEG studies with lithium in bipolar disorder. He found that patients with cognitive or organic neurological damage were supersensitive to lithium’s central nervous system adverse effects. He also correlated the lithium induced EEG changes with intracellular and extracellular ratio shifts of lithium. So we had a whole series of studies in our lithium program. We also had a schizophrenia research program with Burton Angrist.

TB: So you had a research program with lithium in bipolar disorder, and a research program in schizophrenia?

SG: We did have these programs, and we also started one of the early geriatric research programs at a time when thinking about Alzheimer dementia must have been pretty naive, because the first funding support we had from NIMH for geriatric research was for a very large and very expensive study on hyperbaric oxygen in the treatment of senile dementia of the Alzheimer type. Once we knew that we were going to get that level of support in geriatric research we had to recruit staff that would implement this very large and very expensive project. At NYU we already had a hyperbaric chamber which was not used very much, so they were very happy for us to use it. At that time I recruited Steve Ferris, who came as a neuropsychologist to the program, a bit later, Barry Reisberg, and later on, Mony DeLeon. All three are full professors now in the department of psychiatry. All three are now internationally recognized in the area of Alzheimer’s research. And that was out of a mentoring experience; all three entered the field with no prior research experience in any area. I think this shows that all you need is bright people and a structure that permits intimate mentoring.

TB: You mentioned hyperbaric oxygen as one of the projects you had in your geriatric program. What did you find?

SG: It was clear at the end of this expensive exercise that hyperbaric oxygen was no better than placebo. But, it helped in establishing a very talented geriatric research group.

TB: What else did you do in your geriatric research program?

SG: That geriatric research program developed in many different areas, looking at potential therapeutic agents. And then, each of the people that I mentioned contributed to geriatric psychiatry with their particular knowledge and expertise. Mony DeLeon has gone on to become a major figure in looking at changes in the morphology of brain nuclei in Alzheimer’s disease using magnetic resonance imaging (MRI) and identified the targeted changes in the hippocampus. Barry Reisberg has gone on to describe the phenomenological aspects of the deteriorating process and developed scales for documenting this. And Steve Ferris has become a major figure in the psychological measurements of changes in dementia in geriatric patients. The program provided the infrastructure for looking at potential therapeutic agents. THA was the first compound to get FDA approval as an agent in the treatment of dementia. It was the old compound, THA, which had some minimal effect on the symptoms of these patients, but no matter how modest its effect was, it changed the climate and moved research in the treatment of diseases in the aged from studies which made no sense, like the one we did with hyperbaric oxygen, to studies that would test and could support hypotheses like the cholinergic deficit hypothesis, as one contributing factor to the development of Alzheimer’s disease. Regardless how minimal the effect of THA was, it changed our thinking in this area of research by turning attention on the possibility of trying to find drugs that would intervene with the process that leads to dementia. And that was very important, a major, major change in the watershed of looking at therapeutic concepts for this condition, considered completely untreatable.

TB: Was yours one of the first psychogeriatric units in the country?

SG: One of the early programs in the country was set up at NYU and the program has National Institute on Aging center support, till now. It was established early on and it has developed and grown enormously without me being there. It has done much better since I left.

TB: Could you say something about your program in schizophrenia?

SG: The schizophrenia program was quite diverse. We looked at lots of therapeutic agents, and we also looked at the concept whether there was a therapeutic window, a metabolic target with chlorpromazine in schizophrenia. Then we did quite a lot of research about metabolites of chlorpromazine that have therapeutic activity. We were the beneficiary of NIMH support for looking at plasma levels of chlorpromazine, its millions of metabolites and their therapeutic activity. We had a laboratory developed to do chemical assays for these compounds and we had several years of support in looking at the effects of these metabolites and clinical outcome. Again, our first effort in this area of research was not revolutionary. But soon after we started our program in schizophrenia Burt Angrist came along out of a residency program, and he was interested in starting research in this area. He joined as a research fellow, and we were looking around for a potential project for him. Based on my prior work with chemically induced models, we discussed the possible value of a dopaminergic model. We were at the time in the early sixties. There was important work done on amphetamine and psychosis, psychosis in amphetamine users, published by that time. We decided with Burt Angrist to do first a survey of patients admitted with amphetamine psychosis. Burt had a superior sensitivity to clinical phenomenology, and he would then follow these patients who were admitted through to their remission and document phenomenological changes from the acute phases of the psychosis to clearing and remission. He documented what might have been known before, that hallucinations went first, and then delusions and so on. He put the phenomenological changes on a very firm footing. Then, since with amphetamine we’re not manipulating one but several transmitters, we carried out a whole series of experiments in which we had the opportunity of measuring metabolites of neurotransmitters on people who were admitted. Burt Angrist clearly showed that within a four to five day period, one could induce with amphetamine a psychosis that was not just a paranoid excited hyperactive state. You could produce a psychosis with negative symptoms as well. You could produce anergy, and, the whole clinical picture of schizophrenia. He raised the issue that this was in truth a very interesting analog of the disease itself, and then went along with many of the other hypotheses that supported the dopamine construct that was then the mainstay in the development of antipsychotic drugs. Then he took it further by looking at to what extent norepinephrine played a role vs. dopamine and its metabolites, and tracked the whole sequence of events to essentially target dopamine as the primary guilty component in this development. That whole program with Burt involved fit in, very much, with work that Arvid Carlsson was doing on the dissociation between dopamine and norepinephrine. So, that was really a very profitable venture. And there were many other people that were involved in our schizophrenia program. One of them was John Rotrosen, who joined the group early on. He is professor of psychiatry now at NYU, and a member of the ACNP.

TB: Didn’t you have also a program in depression?

SG: Yes, we had a program on depression. Some of the work in this program was done with the scientific input of Menek Goldstein, and that was very interesting. Of course, it raised again the issue that’s not one culprit, but then maybe there is one that’s more important than another. We did some experiments, in which Baron Shopsin was involved and a lot of other people like Sherwin Wilk from Mount Sinai. So, essentially, what we were doing was that we treated endogenously depressed patients with either imipramine or a monoamine oxidase inhibitor, till there was a therapeutic response. Then all those patients that achieved a therapeutic response were assigned at random to either α-methylparatyrosine (AMPT) or parachlorophenylalanine (PCPA), thus inhibiting norepinephrine metabolism in one and serotonin metabolism in the other. The dramatic effect simply was that the group in which we inhibited norepinephrine stayed fine, whereas in the ones we inhibited serotonin all relapsed within twenty-four to forty-eight hours. These findings, of course, were later confirmed by Aghajanian and De Montigny at Yale doing neurophysiological studies. Later on, the Yale group by using their tryptophan cocktail replicated and extended our initial findings about the significant role of serotonin in depression. The role of serotonin in the therapeutic response has become clear, but to what extent the role of serotonin was primal in the etiology of depression was not clarified. But the findings in our studies were of importance in the development of an understanding about the significant role of serotonin in depression, because at the time, as I’m sure you will remember, there was the catecholamine hypothesis that simply put norepinephrine up in mania and norepinephrine down in depression. Our findings did not entirely support that conclusion.

TB: Your findings were more in keeping with theories of depression advanced in Europe.

SG: Well, actually . . . . 

TB: So, these were the activities in the famous Sam Gershon unit at NYU? 

SG: Right. The psychopharmacology group was not only a vehicle for research. It was also a production line for very talented people to become successful.

TB: And all of them seem to remember their experience working with you very happily. They talk about the years when these activities took place as The Golden Age.

SG: Well, it was a very pleasant time. Everybody could interact with everybody in a free environment. 

TB: Is there anything else you would like to add about your research at NYU?

SG: These were the essential things. In essence, there was a psychopharmacology research group at NYU, it did have these categories of activity and it produced a lot of very smart people.

TB: Then you moved.

SG: Yes, I moved to Detroit, to Wayne University.

TB: Could you say something about your activities in Detroit?

SG: Well, I went there as a bureaucrat, as the chairman of the Department of Psychiatry. They had that remarkable facility, the Lafayette Psychiatric Research Clinic there, and that gave me an opportunity to bring in a group of people that could be actively involved. We had a pre-clinical and a clinical geriatric program at Wayne. Nunzio Pomara came with me from NYU, and also Mike Stanley to become head of the pharmacology laboratories. We recruited about a dozen PhDs to run laboratory programs. We had very generous support for visiting research fellows from overseas. One of them was Bernard Lerer, who came for two years, and in the first year he got the second prize of the Bennett Award for biological research and in the second year, he got the first prize of the Bennett Award for his research.

TB: What did he do?

SG: He was doing work on a series of things with Mike Stanley and he was also involved with bipolar disease and carbamazepine. He did studies on cholinergic mechanisms and ECT. He was involved in a wide range of activity, but each of the prizes, of course, was for a focused and directed research project.

TB: Is there anything else you would like to add about your activities at Wayne?

SG:  Nothing else except the fact that it again provided an opportunity for the development of research activities in the well-supported atmosphere of a state funded clinical research program. As you know, the Lafayette Clinic is no longer in existence. It suffered the fate of many state funded research programs throughout the whole US. The one in St. Louis, The Missouri Institute of Psychiatry, was essentially closed down. Lafayette Clinic was closed down and that’s another separate problem.

TB: Where did you go from Wayne?

SG: I went to Pittsburgh to join the master organizer of the age, Tom Detre, as the associate vice chancellor for research for health sciences. And with Tom as support, we then carried out his vision of growth in the medical research programs at the University. I had the opportunity to put in place some new directions.

TB: Like what?

SG: It’s important to stress that without Tom’s involvement, nothing would have been possible. He saw the value of having a clinical pharmacology program. Clinical pharmacology in the US was not a major activity. It certainly had its strongest activity in the United Kingdom. It had activities in Europe, but was mainly active in the United Kingdom. With Tom’s assistance, we got support to develop a clinical pharmacology program at Pittsburgh. We recruited a director, an Englishman, Bob Branch, who came and developed an important clinical pharmacology program. He became director of the CRC (clinical research center) for the medical school. And again with the support and vision of Tom Detre we could create an imaging center, which as you know, is a very expensive toy. But it was created and there is now a positron emission tomography (PET) Center in the medical center, a nuclear magentic resonance imaging (NMR) Center and an NMR Spectroscopy Center that is located on two separate floors in the medical school. It is important to recognize the fact that it was put in place at a time when in many places the importance of such a center was debated. The importance of an imaging center is highlighted by the fact that at this meeting there was a major session dedicated to imaging research.

TB: What are you doing now?

SG: Now, I’m an elderly gentleman and removed from most administrative activities. I’m a professor of psychiatry. I have continued, up to recently, to be the director of an adolescent alcohol research center, which is funded by the National Institute of Alcohol Abuse and Alcoholism (NIAA), that I will hand over to a younger and more creative gentleman.

TB: But at this point in time you are still the director of that center?

SG: Well, it’s in transition right now.

TB: You have been very active since the 1950s.

SG: Early fifties.

TB: During the years you have published widely. Do you remember what your first publication was?

SG: My first publication was on the embryological effect of lithium. Then I published on morphine antagonists, on succinic acid, a morphine antagonist. 

TB: Didn’t you collaborate while still in Australia with Barney Carroll?

SG: Right, Barney Carroll joined me to do a science degree in pharmacology in the middle of his medical training. We looked at succinic acid in carbon dioxide poisoning and found that it has beneficial effects. Barney did his thesis on that. Dr. Carroll came to the United States, subsequently, and became chairman of psychiatry at Duke.

TB: Didn’t you work in the same period also with barbiturates?

SG: That’s right. We looked in addition to antagonists to morphine, at pharmacological antagonists to barbiturates. At that time, barbiturate poisoning and barbiturate suicide were a big deal. It isn’t now, but it was then, and it was important to develop analeptic treatments for barbiturate poisoning. And, we did, in fact, develop Bemegride (3-ethyl-3-methyl-glutaramide), a suitable agent for the treatment of barbiturate poisoning. It was also marketed as a mixture with barbiturate pills. It is not specific against barbiturates; it has analeptic properties but it has not been studied beyond barbiturates.

TB: How many papers have you published approximately?

SG: I’d say about six hundred and fifty.

TB: What was the last one?

SG: The most recent ones were dealing with inositol. Lithium is an inhibitor of inositol phosphatase and affects inositol metabolism. A series of experiments were done at Pittsburgh in this area of research with a research fellow, Dr. Levine, who came to us from Israel. We found in our clinical research that inositol has an effect on treatment resistant depression, but the sample size of our study was too small to produce more than a trend.

TB: So, this was your last publication?

SG: Well, don’t say the last. That’s a horrible thing to say; most recent.

TB: Most recent, I’m sorry. Is there anything we left out that you would like to add?

SG: No, other than the fact that my experiences in the US all produced opportunities for growth. And the people I met in the US, from Jonathan Cole on, all promoted growth and the PSC was the engine of growth in psychopharmacology in the US. I’m sure you’re the beneficiary of some of that fallout in Canada. And, it should be clear that individuals can make an important difference and that goes right down to the sort of ability to mentor other investigators and do it on a personal level. It isn’t the institution or the money, alone, that creates these things. It’s a matter of individuals all along the way making contributions far beyond what an institution alone can do.

TB: What would you say was your most important contribution?

SG: Oh, we listed some of the actual scientific activities, which all have a different value, but the most rewarding, really, was to work with young talented people and have a mutual interchange of excitement and growth. That really was the most rewarding, following all of these experiences.

TB: Thank you very much for sharing all this information with us.

SG: Very well, terrific.

TB: And I hope you will continue with your work, training people and doing research even if retired from your administrative activities. 

SG: Yes, I will continue with a sort of research.

TB: I hope you will continue for many years to come.

SG: Thank you very much.

TB: Thank you.

* Samuel Gershon was born in Lodz, Poland in 1927 and received a medical degree from the University of Sydney in 1950. He trained in psychiatry at the University of Melbourne then turned to pharmacology, becoming the acting head of the department at Melbourne in 1961. In 1963 he immigrated to the United States, taking a post at the Missouri Institute of Psychiatry. In 1965 he became director of the Neuropsychopharmacology Research Unit of New York University, spent the years from 1979 to 1988 as director of the Lafayette Clinic and chairman of psychiatry at Wayne State University, and from 1988 to 1995 as Associate Vice Chancellor for Research at the University of Pittsburgh. Currently he is Vice Chairman of Academic Affairs in the department of psychiatry at the University of Miami.





