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GEORGE M. SIMPSON

Interviewed by Thomas A. Ban

New Orleans, Louisiana, May 9, 2001

TB: This will be an interview with George Simpson for the Archives of the American College of Neuropsychopharmacology.  We are at Tulane University in New Orleans.  It is May 9, 2001. I am Thomas Ban. We should start at the beginning; where and when were you born and could you say something about your education?

GS: I was born in Pennsylvania, which surprises a lot of people. My family came to America after World War I and my father worked as an electrician in the coal mines. My brother and I were born in the US.  When I was two and a half, my father died.  Soon after, I went back to Scotland and grew up in, a small town in Lanarkshire. I went to school there, then, junior high five miles away, and finally I went to Glasgow University and studied biochemistry. I volunteered to enlist in the air force but they deferred me because the war was coming to an end.  This was 1944, so I stayed and graduated. They didn’t have an organized course in biochemistry, so what I did was physiology and chemistry. I was a terrible student in the sense I had a lot of fun and a lengthy adolescence. After graduation I had to do work of national importance.  They sent me to work with Distillers in Liverpool, who made Scotch whisky and antibiotics; I was unlucky enough to get the antibiotics. I worked there for two years; it was interesting and I enjoyed it. It paid well so I applied to college and stayed another two years, working in the summer for ten weeks with Distillers, which helped financially.

TB: When did this happen? 

GS: From 1948 to 1950. I started medical school in 1950. I was a good student, I liked medicine and I studied harder. I finished in 1955 and did a compulsory year internship, six months in medicine, which included neurology, and six months in surgery.  Then I applied for a Fellowship in France.  I was short listed and when I was interviewed and asked why I wanted to go to France, I waffled and told them because I was going to do pathology. The interviewer looked at me and said, “Which country in the world do you think produces the most pathologists per head of population?” When I said, Scotland, he replied, “So why would you want to come to France?” After that I was reading the Lancet and saw an ad from McGill for applicants in their psychiatry training program. I wrote a letter in long hand and received a cable from Ewen Cameron accepting me.   He’d never seen or met me before!

TB: So, you moved from pathology to psychiatry?

GS: Pathology was just a reason to spend a year in France. I had been interested in pediatrics and psychiatry and eventually decided I’d rather do psychiatry. The department at Liverpool wasn’t that good.  Frank Fish was the first Chair, but he came later. They had only a Reader at the time so I thought of going to London, but instead chose Montreal. 

TB: Could you tell us something about the training program at McGill?

GA: I thought at the time it was good.  In retrospect, I think it was superb; it was probably the most eclectic program that has ever existed.

TB: Tell us something about the faculty in the department of psychiatry. 

GA: Eleven to thirteen people there at the time became Chairs of Psychiatry.  Charlie Shagass was doing sedation threshold work predicting the outcome in depression.  Bob Cleghorn, who succeeded Cameron, and Bruce Sloan, who became chair in LA, were supervisors of mine as was Jim Tyhurst, Robin Hunter and Tom Boag, both became Chairs. Clifford Scott, who was president of the International psychoanalytic movement, was in the department.  He was a nice man but I discovered it was difficult to understand what he was talking about. Azima was there and Prada, who was a pupil of Cajal, and Ted Sourkes, a biochemist.  It was probably the only department in North America that had a steroid chemist and a catecholamine chemist within a department of psychiatry.  Malmo was doing his work on galvanic skin response to measure anxiety. So it was interesting but a bit confusing for a young doctor; it made you read because it was very competitive.  That was the first time in my life in medicine; I felt everybody knew more than I did. During the first three weeks I read from cover to cover Frieda Fromm-Reichmann’s Principles of Intensive Psychotherapy, Anna Freud’s The Ego and Mechanisms of Defense and Bleulers text on Schizophrenia. I studied the lingo so I could talk rubbish with the rest of them.  And Cameron was a marvelous administrator, but a terrible researcher.

TB: Did you have any contact with Cameron? 

GS: I was on Cameron’s service and he had a number of Scottish private patients he handed over to me. We used IV methamphetamine as a diagnostic test and people were giving LSD as the royal road to the unconscious. We were trying everything, even though, looking back, some of it was naïve. John Davis and Dave Janowsky wrote a paper on using methylphenidate, a dopamine agonist, as a diagnostic test in schizophrenia without realizing it was used as a routine at McGill twenty years before. We gave a lot of electroconvulsive therapy and we still used insulin in the treatment of schizophrenia. I found, afterwards, that I missed it. It was like a big family. 

TB: Several people in the department were involved in psychopharmacology research at the time you were there. 

GS: Yes, Sarwer-Foner and Bruce Sloan were doing some work in psychopharmacology, and, of course, Heinz Lehmann was doing a lot.

TB: So, Bruce Sloan was involved with psychopharmacology in those years? 

GS: Yes, and I don’t remember who, but someone was working with perphenazine.  There was a room for sleep therapy, a treatment used in Russia extensively in those years, and a day hospital where ECT was used with anesthesia and muscle relaxants. When I went to New York they were giving ECT without any muscle relaxants or anesthetic; I couldn’t believe it! I was even lectured on how silly it was to use them.

TB: Could you say something about Cameron himself?  

GS: Cameron was a very interesting man; he had two great young analysts, Robin Hunter and Tom Boag, and he put one in charge of ECT and the other in charge of insulin. It made them into all-round psychiatrists, and they were both terrific people.  I told Heinz Lehmann I was disappointed I didn’t see more of him. He was really an all rounder.

TB: So, you were in contact with Heinz Lehmann?

GS: Right. After what was a stimulating year I applied for every program in the States that took foreign medical graduates, was approved for three years and paid trainees $300.00 a month.  Those were my criteria; I sent out about three dozen letters and a few days later Cleghorn told me he had a call from Nate Kline in New York. That was the only place I interviewed, because Nate invited me to Rockland State Hospital where he had a research group that was stimulating. 

TB: When did you move from Montreal to New York? 

GS: In 1957, when they were involved with reserpine and monoamine oxidase inhibitors. Nate had a big private practice where he put patients on new drugs to evaluate them.  They were mostly uncontrolled studies, a complete waste of time, with small sample sizes, but I participated in one of them.  In the only clinical paper that Brodie has his name on, he wrote that imipramine was demethylated and had alluded to animal models in which desmethylated imipramine acted as an antidepressant. Since it was a metabolite of imipramine he suggested it might act faster than the parent substance. 

TB: This was in 1962, wasn’t it?

GS: That would be about right.  I was co-author of the paper.

TB: Did you find that desipramine did have a faster onset of action than imipramine?

GS: You couldn’t tell, because in all depression studies, you get this big improvement in the first week. I’ve forgotten the sample size; it was something like 22 patients, so there would be no way of knowing without having a control to arrive at that conclusion.

TB: What else were you involved in at the beginning?

GS: I ran a research ward; we were interested in the Gjessing Syndrome, so we had a couple of patients diagnosed as periodic catatonia. 

TB: How did you diagnose patients with periodic catatonia?

GS: It was a clinical diagnosis but not a lot came out of that study. 

TB: What else were you involved with?

GB: I wrote a grant for measuring endocrine status to predict outcome of drug treatment. Jonathan Cole said he thought it was a good idea, but we should expand it. I was too junior to be the project director so Nate became the principal investigator. Eventually we got a paper out of it, but I didn’t put my name on it because I felt there was nothing there. Then I collaborated with Ted Cranswick on a project about thyroid function that turned out to be a false lead because institutionalized patients were fed iodized salt. I also collaborated with John Blair, studying the semen of patients.

TB: Could you say something about the people at Rockland? Were Saunders and Barsa still there?

GS: Saunders was there and Barsa as well. Barsa and Saunders were originally working with Nate on reserpine until Saunders came along with the monoamine oxidase inhibitors. He had some notion that monoamine oxidase activity might be related to the effectiveness of those drugs. Saunders was not a psychiatrist, so they got some young doctors in the admission wards to treat patients and report back. I thought that was pretty awful. So I decided to get involved in treatment and did a study with Saunders on a butyroyphenone, a Wyeth drug. After that I started working on my own, because it seemed to me that Saunders was having trouble with Nate. It was then that I applied for an ECDU grant.

TB: You mentioned briefly that there were some problems between Saunders and Nate. Could you elaborate on that?

GS: It was about the introduction of MAOIs. They gave a paper on iproniazid on which Nate was one of the authors. Nate ran with it and publicized it, but after he got the Lasker Award, he wrote an article, I think it was in the American Journal of Psychiatry, claiming most of the credit and Saunders sued him.  I think Nate was the right man in the right place to publicize it but he could have given more credit to the other authors of the paper.  That suit went on for ages and, obviously, was disruptive.  Saunders did eventually take residency training, but then moved out of the field altogether. Eventually Saunders won the case, but the judge, after all those years, gave them a third of the award’s ten thousand dollars.  They must have had a fair amount of lawyer’s bills.

TB: What about Barsa?

GS: Barsa worked in a large building where, it’d be safe to say, there were at least 500 patients. He and another doctor took care of them all. It’s very hard to do research in a situation when one is looking after all the physical and psychiatric problems of so many patients. He did part of the reserpine study in that building, relying on casual observations. There is a story that they nearly missed the efficacy of reserpine. It was a hospital glazier who stated that at the time the study was done there were less cracked widows on the ward than ever before.

TB: Still, Nate Kline played a role in the introduction of both reserpine and iproniazid.  Would you give credit to him?

GS: Yes, Nate deserved credit for the fact that his practice was strictly pharmacological. His practice was interesting; I used to cover for him when he went away, because he used to take six weeks of vacation mostly to attend the Salzburg music festival. When I covered for him, it was interesting to get many referrals from other psychiatrists and psychologists for his opinion. There were clinical trials done in the office, and we attempted to use controls but that was difficult because Nate liked to use a touch of this or that, from whatever was available at the time. In one of the studies, it could have been desipramine, Paddy Watts, who was working with us at that time, did the diagnosis, I did the rating and Nate did the treating but when I broke the code, Nate had added other drugs to half of the patients. It was in that office they did the endorphin study that got Nate into trouble.

TB: Wasn’t the endorphin research done much later?

GS: Much later, yes.

TB: Didn’t you do some research with histamine in schizophrenia in those years?

GS: That was done on Nate’s suggestion. Clearly, there was a difference in histamine sensitivity in schizophrenia compared to a matched group of organic patients. 

TB: Didn’t you do some research on the effect of drugs on sexual behavior?

GS: That was done in the 1970’s. I treated one of my colleagues who got depressed with Nardil (phenelzine) and he awkwardly told me that he had been a control in clinical studies and measured his sperm count twice a week for the last couple of years. When he looked at the figures he saw that, after Nardil, volume, count, and motility went up.  When his assistant got depressed and I treated him with Nardil, he was also a control and the same thing happened.  Then, hard to believe there was a third person in the lab who got depressed. I felt I should write it up, and publish it as a letter. The subjects were three researchers, but Nate wanted his name on this paper. Sometime later, there was a snippet in Time Magazine about somebody in Vermont who bought a magnificent and expensive Argentine bull which was producing no sperm and Nate was giving the bull Nardil.  Later on I found out that the three researchers had been drinking heavily but had to get off alcohol before I gave them Nardil; their sperm count increased after they stopped drinking so it probably had nothing to do with Nardil..  That was an interesting little diversion! 

TB: Could you tell us how you got involved with ECDEU?

GS: That was after I had done my first drug study with Jack Saunders and met with Jonathan Cole. When I received my NIMH grant I also got another 40-bed ward. And I became involved with an interesting group of people; Don Gallant, Art Sugerman, Sid Merlis, Hy Denber and many others. The first meeting I attended was in Palo Alto with Leo Hollister. Probably at that time I knew every psychopharmacologist in the country. There was camaraderie, and a fair amount of fun.

TB: Did you participate in the ECDEU program from the beginning?

GS: These other people were involved before me, but it was early on. We worked sort of independently and it was left up to you, what you did and how you did it.  You could have said it was a government intervention to make it easier for the pharmaceutical houses to develop drugs. It was one way of selecting a group of people who could study drugs better.  Nearly all of these places were not in academia.  Don Gallant and Leo Hollister had inpatient units.  So did Sid Merlis and Hy Denber, but in state hospitals, as I was or in VA hospitals.  So it was a marvelous productive idea that set the ball rolling.  I feel it wouldn’t be a bad idea to bring it back because there is a concern about the objectivity of some of the assessments today. Today, they are talking about how pharmaceutical houses design the studies, their staffs manage the data, and clearly nobody is totally free of bias. By being totally independent and in control of the situation the ECDEU investigators could look at whatever drugs they were interested in. In the early 1960’s, I looked at Tegretol (carbamazepine) in schizophrenia before the drug even had a name.  It produced the most unquoted paper I ever wrote but it was the first time Tegretol was given to psychiatric patients.

TB: When was that?

GS: I presented it at the CINP Congress in Birmingham in England, in 1964. I sent the paper to the British Journal of Psychiatry and they said, this drug will never be used, certainly not in Britain. I never sent it anywhere else so it was only published in the proceedings of the meeting. Actually it showed that you could convert people from multiple antiepileptic drugs to just one.  Nearly all the patients managed to be maintained on Tegretol alone rather than the two or three anticonvulsants beforehand.  We also did dosing studies and looked at extrapyramidal symptoms (EPS). It was during the 1960’s that we developed a rating scale for EPS and I first published about that in 1964. All the antipsychotic drugs produced Parkinsonism and until then there wasn’t any scale for assessing it. We thought if you could quantify it, it would be easier to look at the potency of drugs relative to that side effect rather than psychopathology. So we developed the scale when Scott Angus was working with me. We also published a whole series of papers in 1970 on the scale. I never thought people would use it like they ended up doing. It was designed for use in inpatients. It was not to detect questionable EPS but to look for definitive EPS. 

TB: That scale has certainly been used widely.

GS: We modified it a little, because not every outpatient clinic has a table or couch. With the new drugs most of these scales are probably not too helpful because there is very little EPS,.It would be interesting to go back and look at handwriting that detects sub-clinical EPS, with the new drugs, like olanzapine. We did a lot of work on handwriting in the 1960’s. That showed that low dosages worked as well as high dosages. 

TB: Could you tell us more about the handwriting test?

GS: Haase suggested that there was a very good correlation between minimal changes in handwriting and the therapeutic dose.  He also suggested these minimal changes were sub-clinical; in other words you could see changes in the way somebody wrote long before you could detect changes in a patient’s gross or neurological status.  Haase read them by inspection saying this is normal or abnormal. Clinicians did that very well with the EEG until it was quantified with the introduction of computers. Since no one did that with the handwriting we started to develop various ways of quantifying change. Then Phillip May developed an automated handwriting test and was going to send it to me, but he unfortunately died before he got around to it.  I don’t know what happened to the handwriting test, it sort of dropped out of use.. One problem was you couldn’t get every patient to write for you. But it was useful. By the time haloperidol reached these shores, Haase was saying that the therapeutic dose of Haldol was less than 5 milligrams.  Current dopamine receptor occupancy PET studies suggest that 5 milligrams gives about an 80 percent blockade. So, I think we overdosed widely and, to an extent, harmfully, despite the handwriting data.  If it had been easier to quantify we might have been able to convince people to use it.

TB: Could you tell us about the drugs you worked with in those years?

GS: We looked at a Wyeth drug that never got a name and we looked at trifluperidol, both of which lowered cholesterol levels dramatically.  Then, we looked at haloperidol and cholesterol levels; there was no effect. The FDA had asked for information on that. We validated our rating scale in the haloperidol study because we saw that 30 mg. caused a lot of EPS compared to 6 mg.  We studied thiothixene and loxapine before they came on the market. We did a study with a Pfizer drug that produced liver function abnormality and never made it, so not everything was marketed that we looked at.  Finally, I think the pharmaceutical companies realized all of these drugs, from an efficacy point of view, were the same and that there were different side effects. So they needed a new kind of drug and the clinical response to clozapine stimulated interest.

TB: When did you work with clozapine?

GS: About 1974 and we published a paper on its effect on tardive dyskinesia in 1978.  It was interesting because the nurses on the ward knew immediately it was different. They saw improvement, a lot of sedation, a bit of hypotension, no EPS, improvement in TD, withdrawal effects and seizures.. Seizures meight be related to the high plasma level that these patients had but later I thought it might be related to the sudden increase in dose rather than in plasma level. One of the sudden increase was a suicide attempt and the other one an accidental double dose.  We looked at metiapine, and that’s the only drug I felt absolutely convinced  did something to a patient whom I have  known for years that nothing had helped, including loxapine and clozapine, to which it’s related.

TB: What did it do?

GS: This was a patient who was a paranoid schizophrenic, who felt the Queen of England had visited him at Rockland and with metiapine all the delusions disappeared. 

TB: What happened to the drug?

GS: They decided not to market it.  I think it was the same Swiss company that had clozapine and loxapine. I suspect if there had been more of these kinds of cases, they would have pursued it.

TB: Could I ask you to say something about documentation of changes in general. We know that in the early 1960s it was very poor. When did that change? 

GS: I think the ECDU was instrumental in changing it

TB: Could you elaborate on that? 

GS: Eventually ECDU as a group decided we’d use the BPRS and the NOSIE in all studies.  What that meant was you could compare studies.  If you wanted to use other scales, that was fine, but these were the scales that went with the database. Out of that came ECDEU’s documentation system in which Bill Guy was involved. He developed a series of forms that made it possible to use standardized documentation of a clinical trial with a number of rating scale prepared for optical scanning.  

TB: Wasn’t Rockland State computerized rather early?

GS: They brought in a statistician, a young man, Gene Laska who worked with IBM, who set up a computer system and eventually everything was computerized. It was too far ahead of its time, the doctors hated it and the administrators loved it. At that time at Rockland, drugs could be rationed if there was a budget cut but I don’t think it ever happened. So every building had their private pharmacy in case they ran out of money. When the drug prescribing was computerized, you couldn’t order more than you required and the large inventory of drugs present at each buildings could no longer be increased for the hypothetical rainy day. Later every thing was on optical scan sheets and the computer produced a differential diagnosis an anamnesis and translated the numerical ratings into English words. In 1974 or 1975 I had an inpatient and outpatient unit where everything was computerized. We had a full drug history with all the information that could take weeks to find out, for example the reason for prescribing the drug, the reason for increasing of dose, the reason for addition of another drug as Cogentin (benztropine mesylate).  

TB: Didn’t you have a specially developed mental status?

GS: Right. The first mental status was created by Paddy Harper, Gene Laska and me. Paddy was from Ireand and came to work with me. He did a lot of the work on developing the mental status and embedded a Hamilton Rating Scale and a Wing rating scale for schizophrenia in it.  You completed the optical scan form, entered it into the computer and you received a printed sheet in reasonable English with rating score to the above scales. At the World Congress of Psychiatry in Madrid you could fill in the NOSIE in English and get the printout in six languages. I have a Russian publication on that.  That was a lot of fun, it was helpful and I wish it would have lasted. Bob Spitzer came and worked on a second mental status examination with a narrative output and a marvelous storage system, but psychiatrists felt it was imposed from above and didn’t like it.   We set up guidelines for prescribing, with the computer indicating that (1) this is okay; (2) do you really want to do that? (3) this is questionable; and (4) not permitted.  That irritated a lot of people. I thought it would be good if people would know which drugs were best. Many psychiatrists prescribed haloperidol, which cost ten times more than fluphenazine, and nobody could differentiate between the effects of the two drugs. Gene Laska was very helpful.  I’ll always regret that, when he wanted me to have a cathode ray tube on my desk in the early 1970’s, I said, Gene, “Why should I have anything to do with computers when I can pick up a phone and call you?” With hindsight I should have done it; I would have been much better at working with computers than I am.  It also helped us in our research. I can remember one time I did the last assessment in a project at 11:00 AM, and when I came back after lunch all the data were on my desk analyzed. Gene was involved in the first study which showed that you got withdrawal effects after stopping drugs but it was from stopping the anticholinergics and not the neuroleptics; the anticholinergics were the culprit. So, we did a controlled study. First we treated patients to produce a quantified amount of EPS using trifluoperazine; it took from 20 to 500 mg for different patients. Then, they were kept at this dose for an additional for weeks at which time they were abruptly withdrawn. We didn’t see anything!  After the patients were drug free for four  weeks they were treated in the same fashion to see if the side effect were the same in both occasions. After they reached the full dose and they were on this for a month we added benztropine mesylate for a month and when we withdrew both drugs, we.got all sorts of problems. We also found that the anticholinergic drug sensitized patients for EPS. We followed that up in several studies. Then we did a three months dose response study with butaperazine after each patient were taken off drugs for a month and when they were put back on butaperazine, even on lower dosages, they had far more EPS than they had the first time. We didn’t measure blood levels. We did a lot of studies like that, filling gaps in our knowledge, which was fun.

TB: When did you start to do blood level determinations?

GS: Somewhere in the late 1960’s. There was a phenothiazine meeting and Irene Forrest gave an account of measuring phenothiazine metabolites in the urine. But most antipsychotics had many metabolites; I remember someone saying that chlorpromazine could have as many as 160 metabolites. So it was a nightmare.  Then, we looked at butaperazine because we felt it might be easier to measure blood levels and we did some interesting studies. We also did blood level studies with loxapine and with lithium. But no one could ever show that measuring blood levels of antipsychotics was very helpful.  Clozapine might be the only exception. Still, it had to be pursued because it was possible it could explain why some people respond whereas others don’t.  I don’t think anybody measures blood levels any longer. 

TB: Didn’t you measure lithium blood levels after a loading dose to predict response to treatment?

GS: Right.  We had an MD from Sweden who was good at physics and mathematics and was modeling complicated kinetics of lithium after multiple blood draws over a 24-hours period. They were then treated therapeutically with lithium. The laboratory technician phoned me and stated that this patient had the highest 24-hours blood level he had ever seen and questioned it. We then took another blood level even before he was at steady state which showed a very high lithium level. This led to us giving a loading dose of 600 mg with blood taking 24-hours later. Inspecting a table created from the raw data gave you an apporoximate dose required to approach a therapeutic range. It was useful particularly for out liers .The trouble was, you needed to measure lithium levels to the second decimal point and a lot of labs don’t even give you the second decimal point, some of the machines don’t read it. If you have a lab that does blood levels with the necessary precision it speeds up getting to steady state. We used a similar technique with loading doses to predict the amount needed to get into the therapeutic range with desipramine and nortriptyline. That would have been useful, but again, it never took off.  We used it at Rockland and other people used it too.  Tom Cooper, in the lab at Rockland, automated the techniques and developed methods for measuring, blood levels of antipsychotics, antidepressants and lithium. He did lithium levels using saliva and microamounts of blood from fingerpricks.  So people like Gene Laska and Tom Cooper made life easier for me.  We used lithium very early on in half gram capsules which we made up ourselves. I used to give everybody 1800 mg a day until we got a blood level and then we adjusted the dose. We didn’t really know what the therapeutic level was and we were shooting for about 2 meq./l.  Surprisingly we did not get a lot of toxicity. We were probably just lucky. 

TB: Let s get back to chronology. Could you say something about your early studies with ECDEU?

GS: Power analysis didn’t exist so we did studies that were really under powered and even though we did some collaborative studies, the sample sizes still were not big compared to today’s samples.  On the other hand in current study investigators and the sites are very heterogeneous, so you need to have large samples. 

TB: Do you have any preference for single center or multi-center studies?

GS: We need them both. The kind of studies that were being done in those days would be hard to do today.

TB: For example?

GS: A dose escalation study. The doses, calculated from the animal data are helpful, but can be misleading.  We found out a lot about drugs that way; but people would turn up their nose at that kind of study today saying the dosing information was contaminated by the fact you kept increasing it. It was not difficult for an ECDU unit to do a study of 10 patients, and from that tell a lot about a new drug. I remember a drug that I studied with 12 patients, and it was definitely active, but when we got liver function tests, they were higher than we would have liked and one patient had a seizure. We did a multi-center study at four sites in which Don Gallant and Art Sugerman were involved. In the larger sample there were three or four abnormal liver function tests and two seizures. We exposed less than 50 people to the drug and were able to say it was active but with too many side effects.  

TB: Did you use the handwriting test in some of those studies?

GS: We did and, for instance, with clozapine we saw that handwriting increased in size, something we’d never seen before. With all other active drugs we got diminished handwriting area. Clozapine was an incredible advance in therapeutics as well as a huge incentive for research.

TB: Did your findings with the handwriting test correspond with the recommended dose?

GS: Yes, but what you saw was that, if you allowed doctor’s choice of dose, they might give up to 400 percent more than handwriting dictated. I always felt that, from a clinical point of view, it made sense to keep on increasing the dose until you got side effects, as long as you realized that by the very nature of that process, you would give more than you needed, and then you should back off. But people often didn’t do this and so we had a generation of high dose treatments that was not helpful.

TB: Didn’t you have a study designed for testing the correspondence between the dose based on handwriting test and clinical judgment?

GS: Eventually, we did a double blind controlled study, where I had one MD who trained with Haase who knew nothing about the patients but read their handwriting He came one day a week.In that study, for half of the patients the dose was based on handwriting changes and in the other on the judgment of the psychiatrist. There was no difference in outcome but there was in dosage. Doctor’s choice was more than double compared to that of the handwriting group. The psychiatrist made the recommendation for the increase of dosage but if the patient had reached the handwriting threshold I did not write the order. In general psychiatrists tended to use high dosage in spite of the fact that there was never any evidence that higher dosages improve outcome.  

TB: Weren’t you involved in testing drugs with an effect on methylation in schizophrenia?

GS: There was a drug for psoriasis with an effect on methylation and I tried to recruit several patients who had schizophrenia and psoriasis and sent them to the dermatologist in the hospital. But the dermatologist got so enthused about the project that instead of giving the drug orally, the way he would normally, he decided he would give it in intramuscular form. Because we had to order it the hospital administration got worried about the study and it never happened. Various companies had drugs that inhibited methylation, but we didn’t have much to do with that.  

TB: Didn’t you try antidepressants in schizophrenia?

GS: There was always a fear that if we gave antidepressants to schizophrenics it would over activate them.  We had a group of patients with chronic schizophrenic who had been off drugs for a month and we gave them 300 mg of imipramine for a month but, apart from dry mouth, we didn’t see anything. I think Don Gallant gave even higher dosages in a study.  We tried all of those things with the hope that one might have an effect. When I was an intern, in 1955 and 1956, I used chlorpromazine as a hypnotic, an antihistaminic, an antiemetic and an antipyretic as well as for hypotension, and for neurosis. It has some effect in all those conditions but, for all of them, there are better drugs available today.  

TB: You said that you did some early studies with clozapine. Were you involved in studying any of the other atypical antipsychotics?

GS: Yes. Clozapine is a unique drug and it is still the best, but it is a difficult drug to use and not only because of the white cell monitoring. It’s a difficult drug to dose in that you can get hypotension and many other side effects. So we became interested in other atypicals. Risperidone was the first drug in that group; it was designed to affect the serotonin system as well as dopamine system. In fact it was the first designer drug in psychiatry. We studied it and found it a useful drug with good patient acceptability. That feature certainly helped atypical antipsychotics to advance. If you look at all the studies, it’s much easier to separate haloperidol from quetiapine and other atypicals by EPS than by psychopathology. The fact they produce less EPS is a distinct advantage and compliance issues should be better for the atypicals.  So, after clozapine, we worked with risperidone. Then we did a little bit with quetiapine, and quite a lot with ziprasidone.  We did work with olanzapine both in animals and in adolescents. .  

TB: Thioridazine, one of the first phenothiazine neuroleptics, produces less EPS than haloperidol.  If my recollection is correct you did some research with thioridazine; didn’t you?

GS: In the 1970’s, there was an editorial in the BMJ, which said someone had been to a geriatric meeting and the only thing people from the UK and US agreed on was that thioridazine was the drug of choice for the elderly, which seemed to me a bit odd  and wrong. So we studied a group of elderly patients with schizophrenia and an average of age 67, range from 60 to 81, who were off drugs for a month. Then under double-blind conditions, they received either fluphenazine or thioridazine for eight weeks, then off medication for a month and then crossed them over to the other medication for another eight weeks. We saw more EPS with fluphenazine and more hypotension and weight gain with thioridazine. But the main finding was prolonged QT interval in 9 out of 30 patients on thioridazine and none on fluphenazine. Recently thioridazine got a black box warning from the FDA because of its prolonged QT. Our study was published in 1978. I stopped using thioridazine of that time. So, that study with thioridazine I thought was useful and clearly differentiated side effects between the drugs. The fact there was more EPS with fluphenazine validated the NIMH 1964 study that compared fluphenazine and thioridazine with chlorpromazine in which they saw more sedation with chlorpromazine and thioridazine but more EPS with fluphenazine.  Fluphenazine and thioridazine were new drugs when that study was carried out. There was no difference in their effect on psychopathology which is true for all antipsychotics untill clozepin. That is a difference in side effects but not an efficacy.   

TB: Wouldn’t that apply also to the atypicals in general?

GS: I think that’s true. The atypicals are, within limits, equal from an efficacy point of view. We have a poster at this meeting on our findings in a comparative study of ziprasidone and olanzapine.  There was no difference in their effect on psychopathology but there was more weight gain with olanzapine. There was some indication of more EPS with ziprasidone. If you took somebody off haloperidol and gave them olanzapine or risperidone, you would be able to separate them on the basis of the EPS very quickly but it would be hard to show differences in efficacy. I think the CATIE study is useful, even though it’s very complicated, because you need an independent group of people to do such studies. At the annual meeting of the ACNP, a year ago, I commented that you don’t have to read the posters of these comparative studies of atypical antipsychotics. The sponsorship of the trial seems to dictate what the results are going to be.  I don’t think people cheat, but they are unlikely to design a study that could go against what they’d like to see.

TB: Did Sy Fisher write something about that?

GS: Yes, he did.

TB: Didn’t you study the relationship between negative symptoms and EPS?

GS: The increase of negative symptoms paralleled the increase of EPS. We showed that there is a correlation between what’s rated as a negative symptom and EPS.  So, if you don’t get any EPS you’re bound to be better on negative symptoms.  My other thought is that akathisia could exacerbate positive symptoms and relate to poor outcome. Actually that was shown in our study with fluphenazine. Ted Van Putten wrote a lot about that. Akathisia is very undesirable. If you have less akathisia and less rigidity the outcome is better. And don’t forget, you can not only get bradykinesia from these drugs, but also bradyphrenia, slowed thinking; the key question is, are there any differences between these drug-induced symptoms and primary negative symptoms?  I doubt it.

TB: Is there is really any difference in efficacy between the older antipsychotics and the newer atypicals?

GS: I really don’t know. John Davis just published the findings of his meta-analysis in the British Medical Journal. He gave me a copy yesterday, I haven’t read it yet, but he came to a different conclusion. But whatever his findings are clearly they represent an advance but how large of an advance remains unclear. The real problem is that people are struggling with their price. I have a concern because, in the United States, we’re soon going to feel that to use typical antipsychotics is malpractice, and that bothers me. I just got an e-mail from another university sending me a study that would compare long acting haloperidol and an atypical in the maintenance treatment of schizophrenia; the question was, is this ethical?  To me, that’s strange, because you have one of the best treatments for maintenance and another that’s never been studied for that. My prediction would be that there would be more side effects in the haloperidol decanoate group but more hospitalizations or relapses on the atypical.  So, I think we are throwing the older typicals out the window very quickly.  I recently interviewed a patient who was on a study and he insisted that the best treatment he ever had was haloperidol. There’s going to be a handful of people who might very well prefer that.

TB: Do you think that all schizophrenic patients benefit more or less equally from treatment with antipsychotics?

GS: No. If you take John Davis’ meta-analysis you have 30 percent of people who are treatment resistant who improve with clozapine but if you look at risperidone it’d probably be about 15 percent.  If you assume that 60 percent of people don’t do terribly well on typicals, and it might even be a bit higher over a long time, you’re still seeing a large number of patients who are not going to do all that well on atypicals; there are no miracles. I’ve always had the suspicion that many people who did so well on clozapine were probably affective disorders. There’s always been the notion that a percentage of people with schizophrenia do not respond.  It’s fascinating because, 20 or 30 years ago, if you gave a lecture and talked about taking people off neuroleptics, it would have been enthusiastically received.  Now by many, it’s considered unethical. Clearly, if you have patients in a defect state or have a chronic illness whether you give them an antipsychotic drug or not, doesn’t make much difference. In fact, if you’re giving them a drug that makes them over sedated, feel fuzzy or could give them some other side effects, they would feel better without it. 

TB: Do you remember that in the early 1960s Frank Fish classified schizophrenic patients on the basis of Leonhard’s criteria and found different responsiveness in the different groups? 

GS: Frank Fish came to Liverpool after I left. Clearly, Leonhard’s classification has had more impact with German and Continental psychiatrists. It’s certainly not the classification we use.   Frank Fish was remarkable. He was a London Jew, who was a prisoner of war in Germany, learned German and became the English expert on German psychiatry. His book on Schizophrenia is very good. This classification would suggest probably 13 different sub-groups of chronic schizophrenia. I don’t know that anyone has looked at it in substantial numbers in terms of treatment outcome.  

TB: Do you have any notion how we should proceed in this area of research to break the impasse?

GS: My notion would be that at least in some schizophrenic patients there are identifiable abnormalities at a very early age and that might be one group. Probably one of the best things for schizophrenia would be good obstetric care. In the 1930s about a third of people in Scotland were improperly nourished. Because of Rickets there were many women whose pelvis was too small to deliver children and the lower Cesarean sections hadn’t been introduced and there were many prolonged labors. One thing the war did in Britain was that, for the first time, the whole country was well nourished. This would result in fewer difficult labors in the future and the lower C section was introduced I believe in the 50’s.  Then one would have to investigate what early interventions might do to outcome. In addition pharmacologists are looking at the NMDA receptors and other areas to find new drugs for schizophrenia. Dopamine blockade was a significant finding but it turned out to be slightly simplistic.  

TB: So, you think we should be moving towards early detection and intervention?

GS: Yes.

TB: When you entered the field, chlorpromazine and reserpine were already used in schizophrenia. Wasn’t a butyrophenone the first drug you studied in schizophrenics?

GS: I’m not sure but I studied thiothixene, molindone, loxapine, clozapine, and a number of other drugs that never made it to clinical use.

TB: What was the last drug you studied?

GS: Ziprasidone; and we’ve carried out several studies. 

TB: Could you tell us about your findings? 

GS: It differs in one respect from many of the other drugs; it doesn’t have as much of an effect on the histamine (H1) system and you don’t get weight gain. And it is as good an antipsychotic as the others. This has to be seen against the background that more and more people are reporting weight gain and Type 2 diabetes with drugs like clozapine, olanzapine and quetiapine.  In our six-week study on ziprazadone we had one woman who lost 18 pounds in six weeks.  She had gained it on previous drugs.  It’s not as if it’s a weight reduction drug, but that aspect was helpful. For the group as a whole there was a five and half pound mean weight difference at the end of six weeks and that is a lot. So, if you have somebody who is very overweight, you might give them ziprasidone. We looked at the drug in inpatients and outpatients and it was very acceptable to patients without a lot of troublesome side effects.  The QTc prolongation present has been much exaggerated. 

TB: What was the sample size of the study?

GS: This was a multicenter study, so there were a few hundred patients. In our own outpatient study we had 39 patients and at the end of six weeks, there was a significant reduction in cholesterol and triglycerides. The same was seen in the multicenter study that had about 260 patients, again there was a significant reduction in cholesterol and triglycerides compared to olanzapine. 

TB: You were also involved in clinical investigations with antidepressants. You mentioned that in the early 1960s you studied desipramine.

GS: That was in the outpatient private practice of Nate Kline. There was one year we saw 400 new patients, the vast majority were seen by Nate himself. That is a very large number when you think of today and the difficulty of recruiting patients for depression studies. But there was nowhere else for them to go; most of them were or had seen a therapist and some had lengthy analysis. Albert Ellis and another psychotherapist referred patients and patients came looking for treatment; so it was much easier to do research.  The trouble was we could do only a few controlled studies. You could argue that we did not use placebo but most of those patients had never used drugs before and you really did see people who made dramatic improvement and would tell us that they felt better than they had in years. They improved dramatically. I don’t think one sees anyone like that today because family doctors, gynecologists and internist are treating a lot of them. 

TB: Weren’t you involved in research with MAOIs? 

GS: Right, I still have an interest in them. There is a range of studies that show that people who failed to respond to tricyclics would respond to MAOIs.

TB: You worked with phenelzine and tranylcypromine, didn’t you? What about deprenyl?

GS: We never studied it definitively. It’s a Hungarian drug and I heard somebody is developing a patch giving L-deprenyl.  That would be very interesting, because you could give a high dose.

TB: Did you work with SSRIs?

GS: I used them widely, but I never was involved in any clinical trials. I wouldn’t be surprised if venlafaxine is slightly superior to SSRI’s rather than the other way around. 

TB: How do SSRIs in your opinion compare to imipramine or amitriptyline?

GS: There was an article in the BMJ not so long ago saying that when they looked at amitriptyline it was equal to or better than SSRI’s and there was a follow up article that suggested less self-harm with amitriptyline than with the SSRIs. There are many fascinating findings in the antidepressant field. Clearly the advantage of SSRIs is thought to be safety. There was a study from somewhere around Detroit in the mid 1950s claiming that isoniazid has antidepressant effects. Now, isoniazid is a similar structure to iproniazid but does not affect monoamine oxidase.  That would be interesting to look at. 

TB: The isoniazid findings would invalidate some of the neuropharmacological speculations. Were the findings followed up? 

GS: No but they are still using isoniazid in tuberculosis; that is something one still could look at. 

TB: It seems those findings were overlooked. I wonder why?

GS: Imagine taking a Marxist from Russia in Stalin’s days and trying to convince him that Marx was wrong. Data aren’t terribly important in belief systems, so that may be why those findings with isoniazid were overlooked.  But, it’s certainly of historical interest. David Healy raised the issue and I spoke to him about it.

TB: David raised the issue in his book on the The Antidepressant Era.

GS: Yes

TB: The findings with reserpine and iproniazid had a major impact on the development of neuropsychopharmacology.

GS: In the 1970’s, a psychiatrist came to my office, closed the door and looked around in case anyone was listening, and then asked if I felt convinced that antidepressants worked.

TB: It took about eight years to show that they are effective.  It was Klerman and Cole, about eight years after the introduction of imipramine who first conclusively demonstrated that. 

GS: Yes and Karl Rickels wrote about the effects of non specific factors on treatment. It’s fascinating what expectation can do. This is where placebos come in; to eliminate all the noise that comes with the improvement you get in the first week in inpatients and outpatients with depression. The problem is that many places around the world, as for example Japan, do not allow the use of placebo in studies on depression. I think that’s true in Europe now as well.

TB: In most of the studies with antidepressants there is about a 30 to 35% response to placebo against a 65 to 70% response to the active drug.  That is a real concern. 

GS: I think that is a huge concern. At the same time another reason for the problem might be in diagnostic practices, and I’m also a bit cynical about commercial testing.  If I’m testing a drug and my living is dependent on the income, I put more patients into the study whether I’m doing it consciously or not. A study I didn’t mention yet, which I thought was one of the best we did, was a controlled inpatient study of 300 mg of imipramine vs. 150 mg. We had about 49 subjects and I think 47 out of 50 scale items showed greater improvement on the 300 mg. The WHO dose is still 150 mg as the upper limit.  We had some psychotic depressions in that study. We obtained a 65% response rate for the non-psychotics and about 50% percent for the psychotics.  So, I’ve always believed that many psychotic depressions take longer to treat and the idea they don’t respond to antidepressants may not be totally valid. If you read Slater’s biography, hospitals had many patients who were psychotically depressed and MDs had to tube feed them and we certainly don’t see this any longer.  

TB: Didn’t you also study trimipramine?

GS: We looked at trimipramine because it was similar to methotrimeprazine.

GS: Weren’t you first to report on trmipramine in the United States?

GS: Right. I looked at it at Rockland and it’s very similar to levopromazine and drugs used widely in the treatment of psychosis. So we looked at patients with schizophrenia but didn’t see any antipsychotic effect. 

TB: You also did some research with MAOI and tricyclic combinations.

GS: Right. I still feel that a combination of a tricyclic and MAOI is safer than a MAOI alone. There’s a good pharmacological explanation for that based on animal studies and some human studies, including our own. Tom Cooper did some work in animals and when he gave them MAOIs and then tyramine, their blood pressure shut off. But if you pretreated them with tricyclics it didn’t. Probably, the combination was more efficacious in treatment but nobody ever studied it adequately. I used nortriptyline plus a monoamine oxidase inhinbitor.   I would give nortiptyline at bedtime, because it appeared to help with sleep. It is one of those things that have remained controversial. If you’re talking about treatment resistant depression, that’s something you might want to do.

TB: Do you think that we made progress in the treatment of depression with antidepressants?

GS: We’ve made progress in safety. If my life depended on treating someone who was depressed, I would not use an SSRI.  An advance would be that it’s more difficult to kill yourself with SSRI’s and that is significant. This reminds me of Jonathon Cole saying that a consultant psychopharmacologist went around and increased the dose of tricyclic antidepressants and decreased the dose of antipsychotics. The big advance would not be for psychiatrists so much but for non-psychiatrists; family practitioners used 75 mg of imipramine and because of side effects never titrated to a full therapeutic dose; now they can give SSRIs starting with a full dosage in the majority of people. It was a smart marketing ploy by Lilly to go after non-psychiatrists with these newer drugs. Omly about 25% of psychotropics in the United States are prescribed by psychiatrists. At the same time the societal benefit would be that perhaps more people get treatment than before, because tricyclic ntidepressants were more difficult to use. The studies comparing them are very few and the Danish cooperative study certainly showed that clomipramine was superior to fluoxetine and I would bet no has shows the reverse. I also think nobody’s going to show fluoxetine less efficacious than other SSRI’s. That is something we should bear in mind. 

TB: What about drugs like mirtazapine or trazodone?

GS: It’s difficult to prove anything more than that they have been shown different from placebo. I know very few psychiatrists who use trazodone, except maybe at bedtime for insomnia. I think mirtazapine and trazodone are effective drugs, but what their place might be still needs to be defined. Buproprion is used increasingly because it does not cause sexual dysfunction like the SSRI’s.  

TB: What do you think about ECT?

GS: Most psychopharmacologists would say ECT is probably the most effective treatment for depression and it certainly got bad press that was partly deserved. The late Bob Kellner, who was a member of the ACNP, used to say of some colleagues that the only indication for ECT was the presence of a patient. That’s what gave it a bad press, but for severe suicidal, psychotic depression, catatonic symptoms it’s an excellent treatment. I was very happy to hear on public radio, Kay Jamieson talking to a very good interviewer who suggested psychotherapy for depression.  She said unfortunately the kind of depression I have only responds to electrical treatment. The public is beginning to hear that and there are also articles talking about this.  It’s wonderful that some well known people have come forward and talked about their own depression, even some who have had ECT.

TB: So your first choice in depression is ECT?

GS: I would use it as a first choice in psychotic depression. 

TB: We talked about your research with lithium earlier. Are you using lithium in treatment refractory depression?

GS: Yes. Lithium is a rarely used drug in our department because when valproate came they sold it to everybody saying it was the most efficacious treatment for bipolar patients, which is clearly untrue. It’s never been proven; the more serious studies suggest lithium is still the drug to beat and I would agree with that.  I also think that the side effects of lithium are somewhat exaggerated. Some patients can be problematic, but we exaggerate it. I think there’s a good database to contradict the statement that lithium does not work for rapid cyclers or mixed states. It certainly helped the famous patient in England with 48 hours cycles. It’s hard to think of more rapid cycling than that. We should be careful to teach findings based on group statistics because individuals can behave differently. Regardless of the symptomatology, I still start any bipolar patients with lithium. 

TB: What about carbamazepine?

GS: It’s all but disappeared from use and that’s probably because you need to monitor it like you need to monitor valproate and it also has sedative side effects. But most importantly it is not approved by the FDA for bipolar disorders and so it can not be advertised like valproate. We are getting all of these other anticonvulsants, some of which work and some of which do not. 

TB: What is your first choice among the antidepressant drugs?  Nortriptyline?

GS: Nortriptyline would be fine but it would depend on drug history.

TB: What would be your first choice drug in schizophrenia?

GS: All things being equal, I’d probably start with an atypical and the only reason would be to avoid EPS. There is evidence to support that.  On the other hand, I think that low dose typical neuroleptics work quite well and while they do produce EPS, they can be minimized. 

TB: Did you do any research with benzodiazepines?  

GS: Not really. We did some pharmacokinetic work but never a lot.  I have a fellow doing a benzodiazepine withdrawal study in patients with panic disorder. They are on an SSRI plus benzodiazepine, so we are trying to withdraw the benzodiazepines. I did a little bit in panic disorder but I worked mainly in schizophrenia and depression.

TB: Did you look at the effect of antidepressants in panic disorder?

GS: We started to look at nortriptyline in panic disorder when Ed Pi was in Philadelphia with the notion that if blood levels were useful in depression with nortriptyline, perhaps, it would be the same in panic disorder. We started a preliminary study, but Dr. Pi returned to California and we never completed it. Mostly the populations I had were inpatients with depression or schizophrenia and even the outpatients in the private sector when I worked in New York were predominantly depression. 

TB: What about treatment of dementia?

GS: I’ve really never done research in dementia.  We did a study with an antipsychotic in elderly schizophrenic patients but we were mainly concerned about blood levels and not with dementia. 

TB: Let’s try to review your activities chronologically. You did one year of residency, in Montreal then you moved to Rockland State.

GS: To Rockland, yes.

TB: You completed your residency there?

GS: Yes.

TB:  How long were you at Rockland?

DS: Twenty years.  I came to North America for a year and wanted to go back to London. I kept on postponing it but I never gave up the idea.  It just sort of disappeared. I remember going to see Aubrey Lewis in New York but he told me they were only taking people who had boards in Internal Medicine before they went into Psychiatry.  That didn’t exactly encourage me to go back, so I stayed on, met my wife and that was that.  It was comfortable at Rockland, since it was a big research environment. I mentioned Tom Cooper and Gene Laska who made my life easier. That part of my life was fun and it just sort of unfolded.

TB: Why did you decide to leave?

GS: I decided to leave Rockland and New York, because we needed an acute population to do clinical research. I thought we had set it up but it didn’t work out.  So I decided maybe it’s time for me to change. I came out to California because Bruce Sloan was the Chair and there had been problems at a local state hospital that involved some sudden deaths, so the state funded a Clinical Psychopharmacology Laboratory unit.  I came out to set that up.  We did a couple of studies, but the medical director for the state got fired and the new person did not support a public hospital academic liaison.  We wrote a couple of papers while I was there.  One was on the Therapeutic Advantages of Research in which we described our findings with a group of patients we took off drugs for a week and nearly all of them improved. It brought up the fact that even patients with schizophrenia improve in a nice environment. That was done probably in 1978 and 1979 and published in 1980.  

TB: It was also about that time you published on Sudden Deaths in Schizophrenia.
GS: That was a Task Force Report for the APA. There was a lot of talk in New York State in those years because of a series of sudden deaths in patients receiving haloperidol. So, the APA convened a task force, which I chaired. I suspect there have always been sudden deaths in people with schizophrenia, and nearly everybody was getting haloperidol in those years.  It could be related to high dosages because studies in England showed that there’s a dose response effect on the EKG, related to QTc.  Haloperidol at 10 mg is probably fine, but if you keep increasing the dosage to a 100 mg you get an effect. The APA report was inconclusive because there was no way at that time you could prove it unless you did a huge post-marketing study. I suspect the introduction of psychotropic drugs cut the death rate in hospitals substantially, but within the total population there might be one or two people who had a sudden death that was drug related.

TB: You moved from Rockland State to LA and from LA to Philadelphia.

GS: Wagner Bridger, after he took the Chair at MCP in Philadelphia had a goal of setting up a research team and invited me to come. When I asked, “to do what?,” he said, “Whatever you want.” I felt that was a nice offer so I went and we did quite a lot of interesting work, like the Treatment Strategy Study in Schizophrenia that showed again, that low dosages didn’t do badly.  They had more threatened relapses, but we didn’t have more hospitalizations. It also showed that a psychoeducational program was as good as a very complicated behavioral intervention. We did some of our clozapine studies; a study in which we compared different doses of fluphenazine; and we looked at moclobamide in panic and depression.

TB: Where did you do the clozapine withdrawal study? 

GS: It was done at Rockland. We withdrew it abruptly and had a lot of problems: nausea, delirium and a huge upsurge in abnormal movements. After that we did the study in people who had tardive dyskinesia; we showed that clozapine suppressed or at least improved it. We tried abrupt withdrawal again and again saw delirium, a huge upsurge of movements and nausea. Clozapine is probably the only antipsychotic drug I wouldn’t withdraw abruptly unless I absolutely had to in a case of white cell suppression. We even suggested that the withdrawal effects were cholinergic phenomena. Our conclusion of that 1978 study included most of what we know about clozapine; that it doesn’t produce EPS, it helps TD, can produce seizures, withdrawal effects and helps patients who did not respond to other anti psychotics.

TB: We started talking about the research you did in Philadelphia. Is there anything else you would like to add from that period? 

GS: We did studies on smoking in schizophrenia.  These were sort of epidemiological studies which showed a high rate of smoking in patients with schizophrenia.  We did studies on water intoxication in schizophrenia with Jose de Leon and Cherin Verghese, and we looked at possible interventions, for example with clozapine. We did studies with a young German medical student who had developed a technique for measuring facial movements, so we looked at TD with his technique. And I did a lot of teaching and met a lot of fine people who I still keep in touch and work with.

TB: When did you move from LA to Philadelphia and when did you move back from Philadelphia to California?

GS: I came back to Philadelphia in 1984 and left in 1994.We kept the house in the country in southern California and spent time there over holidays and eventually decided we would retire there. Some two months later I got a phone call asking me to take a teaching research position at USC.   I still had an NIH grant running in Philadelphia, so I had to commute there and back for awhile. Then, I started to set up clinical research. There was no research in schizophrenia there. We have now a small research group in schizophrenia and research is going on in depression in adolescents and in PTSD in adolescents and adults. That’s been fun and interesting.

TB: You’ve had NIMH grants since the late 1950’s.Could you tell us something about the different grants you’ve had?

GS: After the ECDU grant we had grants for our blood level studies and developing our scales for EPS and TD. We also had quite a bit of funding from pharmaceutical houses for all of these studies.  When I went to California that was a state supported research unit which took a couple of years to get up and running but, as soon as it was up, the state had a change in leadership. So I went back to Philadelphia for nine years.   Then, we had the Treatment Strategy study that was NIMH funded and the Clozapine Dose Response study, which went on for about six years. We also had grants for blood level study for fluphenazine. When I came back to California, and accepted the job offer my feeling was that I would work for a year or two setting things up and then disappear onto the golf course, but I kept on. We hadn’t put in any NIMH grants because of my concern that I needed somebody, who would not only do the work, but be there to complete it.  So, we’re getting close to that stage now.

TB: You have interacted with the pharmaceutical industry for several decades?

GS: It was much more casual and intimate in the early years but over time it evolved, like industry itself. It’s become more and more difficult; it’s hard to keep up with people. The industry has many people and they all seem to move around a lot but now it’s much bigger and everything is more complicated. There are multi-center studies but they do not allow any piggyback study that might interfere with the main study. Companies have become much more focused because the FDA has been more scrutinizing. So if you ask what I think about it, I can’t say I’m happy. Do I know how it could have evolved differently?  I’m not too sure because the pharmaceutical company is there to make money and that was probably always true. Of course there is this influence in the whole of medicine; the marketing techniques are questionable for some. That seems to be escalating.

TB: You have been at least on one NIMH committee I know of. 

GS: I was on the Treatment Assessment Group at NIMH and I chaired it for a couple of years.  It was a good education. Mike Goldstein was on that committee and he was a very superior, objective person, so I learned a lot from him. He knew what was happening in the field.  Then I did site visits and those sorts of things, which were time consuming but interesting.  

TB: Is there anyone who had a major impact on your professional development?

GS: A few people in Montreal like Bruce Sloane and my encounters with Heinz Lehmann. I think you are aware that he made one of his typical statements that nobody who only spoke English could ever understand existentialism, so I stopped trying and that saved me a lot of time. Then he taught me a most helpful thing the need to change models in treating patients in different phases of their illness; he was really an excellent clinician and teacher. At Rockland I never saw Nate teach but I heard him give lectures. Eventually, I’d say I learned from nearly everyone in the ECDU because they were friends; although we did much the same things each of us had hown area of interest. That was a very useful group. Gene Laska and Hillary Lee, who worked with me, both knew far more about statistics, data management and handling and taught me in that area. They were not formal mentors but I learned from people who were around me or just by seeing patients.

TB: Would you like to mention any of the people you collaborated with?  

GS: Philip May; we met through the ACNP, became friendly and then worked on chapters for Freedman and Kaplan.

TB: What were the chapters on?

GS: The Treatment of Schizophrenia. It was nice to work with somebody who was stimulating and I learned from him many things. I collaborated with Bob Kellner, because he was somebody I met in the anatomy department at Liverpool who became a very close friend. I guess he, Philip May and Don Gallant were the closest friends I had in this country.  I used to meet Bob Kellner at the ACNP and maybe one other meeting and we occasionally visited, but if he’d hear a good joke he would always phone me. We used his depression scale in our imipramine study. I worked with Don Gallant in a Depression Symposium in New Orleans. Then, I worked a bit with Jonas Dencker in Goteborg. 

TB: Would you like to mention by name a few people who worked with you or trained?

GS: I had Scott Angus working with me and then he went to Canada and still lives there. Poddy Harper and Mark Branchey worked with me. Then, Guy Edwards came for a couple of years. I collaborated and worked with Doug Levinson and Ira Katz, who are now at Penn.  Alan Bellack was a bright psychologist and he worked with me on the Treatment Strategies study; he’s now in Baltimore. Jose de Leon worked with me for a couple of years as a Fellow, published quite a bit and still goes on publishing.  He’s now in Kentucky. 

TB: You are a member of many organizations. Weren’t you the first president of the American Society of Clinical Neuropsychopharmacology?

GS: No, I was one of the small groups of people who were concerned about clinical psychopharmacology. The idea was to have an organization that would help to get information about clinical psychophamacology to practitioners. Gerry Klerman and Don Klein called a meeting in Washington where this organization was born. I see this as an educational arm to the science organization.  The new organization had something like 100 members, and I don’t know whether it has had an impact on clinical practice or not, but that was the intent there.  

TB: When did you become a member of the ACNP?

GS: In the mid 1960’s. It was Nate Kline who suggested I should apply for membership. It was easy to become a member relative to today. I became a member and the meetings were unique, because you got a chance to meet nearly everybody.  At a meeting like the APA, you have to search out people and if you want to talk to them, you probably have to have lunch or dinner.  At the ACNP, you could have a half an hour by the pool. So, you got to see and meet a lot of people in the field who were doing different things.

TB: You were president of the ACNP?

GS: Yes, in 1991. I served on the Council for three years, then I was president elect and finally I was president.  It was a good experience.  There are some things that the ACNP is engaged in that are unique and novel but others I don’t know how productive they are.

TB: Like what?

GS: Like going to Washington and up on the hill to bring to the floor the sort of needs in science and our own field. You know as well as I do, it’s a very unique organization.  

TB: Would you like to mention any other organizations you are a member of?

GS: The APA, thd Society of Biological psychiatry and the Royal College of Psychiatrists. 

TB: Are you still working full time?

GS: Yes, I am.

TB: What would you consider your most important contribution in the field?  You created the Simpson-Angus Extrapyramidal Symptom Rating Scale.ExEPS  

GS: That was useful for us at that time. You have people who have blinding insights and make advances and you also need a group who do the tidying up work, which is important. I think I helped advance clinical practice by doing some of those small things. The imipramine study was important because it was one of the first that made any comment about the effectiveness of tricyclic antidepressants in psychotic depression although that question is still open. It showed that you may need higher dosage. All of our works on side effects, withdrawal effects were important.  

TB: You were also the first author of the TD scale.

GS: That developed in the midst of controversy about TD. First we had an overinclusive scale, but then shortened it. We had the intention of examining postmortem the basal ganglia of patients who had TD vs. patients who did not, but that did not work out. 

TB: You are a recipient of several awards.  Would you like to mention some of the distinctions you received?

GS: In Philadelphia I got the Alfred Noyes award for a body of work in schizophrenia.   I got the Heinz Lehmann award and that pleased me a lot, since he had been a teacher and mentor. I got an honorary degree from the University of Goteborg for work that made a contribution to the field and had collaborated with people at that university.  That was good; I had dinner with Jonas Dencker, Arvid Carlsson and Gottfries all distinguished people, Arvid being the most distinguished.

TB: How many papers did you publish?

GS: Probably 300.

TB:  Would you like to say something about one or another?

GS: I like what I wrote on Neuroleptic Malignant Syndrome.  It’s a practical guide to how to avoid and how to treat it.

TB: What about books? 

GS: I’ve written a lot of chapters in books, but the others were more like booklets.  I was on the original task force on Tardive Dyskinesia, so our report was a monograph, and another short monograph was on Sudden Death. That’s about what I’ve done. Even writing book chapters I’ve tried to avoid.   

TB: You’ve witnessed forty years of psychopharmacology. What are your thoughts about the changes?

GS: Mostly I feel positive.  We have proven drug treatments, even though they may not be as efficacious as we would like, that’s a huge change.  When I went to Rockland in 1958 and worked at a local mental health clinic I had a man with panic disorder who, occasionally when it happened, would get out of his cab and wouldn’t cross the George Washington Bridge.  I was told by my supervisor he was suffering from homosexual panic. I talked to a friend in England and asked if I should give him a monoamine oxidase inhibitor. He said, sure, and I did that and the homosexual panic went away.  It was also dramatic to see some of the depressed patients free from their symptoms. No matter what anyone says, these are dramatic changes. In schizophrenia there were no drug treatments until the antipsychotics came along. Progress in the treatment of schizophrenia has been disappointing because we have not made any giant leap forward after chlorpromazine. Then in mania, in severe bipolar illness I used to give prophylactic or maintenance ECT, but after lithium came along I did not need to do this very often. 

TB: Are you pleased with the direction the field is moving?

GS: I cannot be displeased. The whole neuroscience component is a big plus. Imaging and genetics are exciting for psychiatry. There is no payoff as yet, but there will be.  It’s easy to focus on these new methods and underestimate the value of clinical contributions.  To do a good clinical job takes a long time and it’s not certain that you will be rewarded. But if you don’t spend the time, all the high science in the world just creates confusion. 

TB: What would you like to see happen in the future in psychiatry and psychopharmacology?

GS: I would like to see the genetic links to all the major illnesses.  I think we are some way from that, but the technology seems to be there. I can see where nosology might get in our way because we can see in schizophrenia a group of illnesses; it creates problems if we treat them as one entity and lump them together in imaging or genetic studies. Yet, there is no easy way to separate schizophrenia into clinical groups. I don’t know whether biological markers might mean we can attack the problem from the other way around.  I would like to see more potent and rapidly working antidepressants and, in terms of anxiety, we could probably get a better drug although I think we do reasonably well there.

TB: On this note we should conclude this interview with George Simpson. Thank you, George for sharing this information with us.

GS: Thank you.

