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JONATHAN O. COLE

Interviewed by Thomas A. Ban

Nashville, Tennessee, July 22, 1999

TB: I am interviewing one of the pioneers of psychopharmacology, Dr. Jonathan Cole for the Archives of the College.  My name is Thomas Ban.  Would you tell us where you were born and something about your education and early interests? 

JC: I was born in Boston and raised in Cambridge.  My father was a professor of Economic History at Harvard and was eminent enough to be head of the American Economic History Association and have a room named after him at Harvard’s Baker Library. He was a somewhat austere man, who looked like he’d been to Oxford or Cambridge, but had in fact been raised in Haverhill, Massachusetts.  My mother was of Pennsylvanian Dutch extraction, and on her side there was a fair amount of money, so we lived comfortably. I went to private schools and opted for science vs. history, at some point. I was in my last year of high school during 1942, when Pearl Harbor occurred, and after graduating in the spring I went directly to Harvard, did pre-med, and got into medical school four terms later.  I was sixteen when I got out of high school, because my mother made me skip the first grade.  Without that, I would have died in the Battle of the Bulge.  Instead, I was in medical school at Cornell by that time.

TB: You knew by the time you graduated from high school that you wanted to go to med school?

JC: In the tenth grade, you had to choose whether you took history or science and I chose science.  I was not well coordinated, as a kid, so I was not sure I could be a doctor.  My first year at Harvard I got an A in dissecting a frog brain and decided if I could do that, I could probably make it through medical school, despite critical noises from our housekeeper, who was sure I was a twatz and would never go anywhere.  Actually, my father thought that too.  My father was a good athlete and I was lousy. 

TB: So, you went to Cornell?

JC: Probably because I needed three people to represent me to go to Harvard and I didn’t know three.  At Cornell, they only required two.  I applied and was accepted. 

TB: Is there anyone who influenced your career choice? 

JC: My mother made me read a fair amount about medical discoveries and in my teens, I read Arrowsmith, by Sinclair Lewis, and thought doing research and discovering cures would be wonderful.

TB: Books can have a great impact on people’s lives.

JC: Yes. As a teenager my best friend’s older brother, after Harvard, took a job with Gillette and the idea of finishing college and going to work for a big corporation struck me as creepy. Medical school, on the other hand, sounded orderly, predictable and secure. It was probably to avoid getting into unknown waters that I figured it would be best to get into medical school. 

TB: How did you become interested in psychiatry? 

JC: During medical school I became interested in pharmacology. The department at Cornell was unique because Harry Gold was doing studies with placebo on anginal pain, insomnia, and the symptoms of arthritis, demonstrating that placebo had substantial effects on those symptoms. Then, I read Freud while we were doing bad things to dogs in the physiology lab, and I wondered whether their response to what we were doing was due to their early life experiences. But, probably the most important factor that led to my decision was that my mother had bipolar illness that came on after a hysterectomy and spent the better part of her life in psychiatric institutions. So, I’d seen a lot of psychiatric hospitals.  She would be wildly manic for a while, then very depressed.  I thought during the first two years of medical school that I couldn’t become a psychiatrist, because I hadn’t majored in psychology, but by the third year it became clear this was not true.  During that same year, I had a very good teacher in psychopathology who gave some lectures at Manhattan State Hospital, where I got to see a fair amount of severe psychopathology. I also did one summer during medical school at MacLean’s Hospital in Boston and greatly enjoyed having lunch with the psychiatrists. They were more fun to talk to than most people that I knew, so I decided that I wanted to end up in psychiatry. 

TB: Did you do any research as a medical student?

JC: I mistreated some rabbits, as an experiment in pathology. I was interested in why some people have resistance to disease whereas others don’t. We chopped the skin of rabbits and injected the protein to see whether you could create antibodies against it. I wouldn’t say our research was a great success. 

TB: I see. When did you graduate from med.school?

JC: 1947.

TB: You went straight into psychiatry?

JC:  No, I did a year of internal medicine at Peter Bent Brigham Hospital in Boston. . 

TB: And after that into psychiatry? Where did you do your residency? 

JC: At the Payne Whitney Clinic, part of Cornell in New York.

TB: I suppose psychiatry was psychodynamically oriented at Payne Whitney in those years?

JC: Yes and no.  Our chairman was trained by Adolf Meyer. His attitude was you could only be psychoanalyzed during residency if you were screwed up enough to need treatment. I think he also thought that being psychoanalyzed would take you out of the hospital for about two hours a day for at least four days a week which was bad for getting work out of the residents. He met with pairs of residents for three hours a day, one day a week, and went to the wards to see each of your patients. Supervision was extraordinary by present day standards.  You hardly saw outpatients and almost never saw a child, but saw a bunch of inpatients.  You learned how to write five-page, single spaced, case presentations which you had to give after the patient had been there about six weeks.  You also learned how to comment on other people’s cases

TB: Did you do any research during your residency?

JC: You were supposed to present a paper. I read everything I could find on psychiatric reactions to ACTH and cortisol and presented a review, but I never could figure out anything useful to do in the way of a study. 

TB: Who selected your topic?  

JC: I’d seen some patients getting very happy on steroids while I was an intern at Brigham with George Thom, who was an expert on the adrenal gland.  We had a lot of Addisonian patients who were on cortisone that had just become available. I was also marginally involved with an ergot alkaloid, tested in hypertension, when I was a resident at Paine Whitney.  It didn’t work very well.

TB: Was it ergoloid mesylate (Hydergine)? 

JC: No. I think it was a precursor or analog of it, but I wasn’t really the one who was doing the study, I was more of an observer. My best friend in residency was interested in child psychiatry and when triiodothyronine (Cytomel) came along, he gave some to a five year old autistic child, who started talking for the first time.

TB: As a resident what kinds of treatments did you use?

JC: The only treatment we had was ECT.  I was impressed with it.  I also did some sub-coma insulin, but I think in the wrong patients.  We treated very disturbed patients and it didn’t seem to me it did much.

TB: How was ECT given in those days?  

JC: We took the patients to the ECT room, laid them on a firm mattress, put a big rubber band around their head with electrodes and zapped them, while everybody leaned on them so they wouldn’t jerk too much.  

TB: Any other treatment?

JC: We used Amytal (amobarbital) IV for interviews and orally as a sleeping pill. We also had barbital (Veronal) for daytime sedation and that was about it. I remember a depressed man who told me, “Doc, when I get depressed I need thirty milligrams of dextroamphetamine (Dexedrine) at night because I can’t sleep and it makes me sleep like a log and I will get better”.  So, I gave him thirty milligrams of Dexedrine and he did sleep like a log, but he didn’t get better.  

TB: Anything else you would like to say about your residency? 

JC: I remember that there was one social worker for a hundred and seven patients, so the residents had to take their patient’s family histories. We were also trained to do the Wechsler intelligence testing. I’d also had a course on it in medical school so I got to be pretty good doing it.. 

TB: So you became expert in administering the Wechsler?   

JC: Yes. By the way, Jolly West was a year behind me in residency and supervised me in hypnotherapy with a patient, which was fun. He had learned the technique in high school.

TB: You did hypnotherapy as well?

JC: I did that in only one patient, a pediatrician, who was a cross dresser. He had been unable to penetrate his wife after a year of marriage, but with hypnotherapy she became pregnant in six months.  Everybody was quite satisfied with the result.

TB: What did you do after residency?  

JC: I went into the army. After basic training in Texas, I spent about eleven months in North Carolina, and then I was shipped out to Japan for a year. I spent most of the time in Fukuoka in a small army hospital where I was the only psychiatrist. I met and married my first wife, a social worker, while in the army.  During the time in North Carolina I was working on an insulin coma ward

TB: You did insulin coma treatment in an army hospital? 

JC: I also gave lots of ECT.

TB: As a resident, if I remember well, you said that you used only modified insulin. Did that create any problem?

JC: I had a very good manual on insulin coma therapy from the Institute of Pennsylvania Hospital, which gave you a step by step description of how to do it, what to expect and when to stop. And I didn’t do prolonged comas so the whole thing turned out very nicely.

TB: You think insulin coma worked? 

JC: I remember only two cases where it did not work. One of them just got fatter and fatter. The other was an angry African-American, whom we could not get to go into a coma.  He would get a little fuzzy and then start to scream, become excited and agitated, but never went into coma. We tried for about three or four weeks, then gave up. We did everything the manual suggested and a couple of other things. I remember those two failures and ever since I’ve been intrigued with insulin coma therapy. If somebody would give me a grant, I would try it again.

TB: You would?

JC: It’s no better than antipsychotic drugs but whether they are the same patients, who respond, haven’t been tested.  

TB: Did you have any contact with Joe Wortis in those days? 

JC: No. I met him later, but I never talked about insulin coma to him.

TB: He was the one who introduced insulin coma here after meeting Sakel in Vienna. 

JC: Yes.  He went to Vienna to be psychoanalyzed by Freud and came back with insulin coma. 

TB: So your experience with insulin coma was positive but with modified insulin it was negative? 

JC: Yes, but we used modified insulin mainly in disturbed schizophrenic patients on a female ward.  I think it was inappropriate, in retrospect.  

TB: What about drug therapy.

JC: We used barbiturates and I presume chloral-hydrate was there.

TB: What did you do in the army hospital in Japan? 

JC: I did outpatient consultations.  It was very good for me, because I saw a lot of people who were illiterate, people with three or four grades of education that I hadn’t seen at Payne Whitney.  At Payne Whitney, if you couldn’t play bridge or you didn’t have at least a year of junior college, you were ostracized. So I learned how to get along with people from the hills of Arkansas.  There was some drug abuse in Japan by soldiers and I presume by the Japanese; I think they were using speed type drugs but we mistakenly thought they were opiates. It didn’t matter because you got discharged from the army, no matter what you used.  But I think I was diagnosing heroin addiction in people who were using methamphetamine.

TB: From Japan, you returned to civilian life to do what?

JC: I figured that I’d been at Payne Whitney so I’d go somewhere else. I arrived home to find a letter asking if I was interested in a job at the National Academy of Sciences, National Research Council in Washington, as a professional assistant and executive secretary to a number of research committees. This sounded interesting to me and I sent back a positive response. They interviewed me and hired me. So, I got onto the national scene.  There were two committees I attended, advising the army on psychiatry and on stress.  The stress one was run by George Thorn, who was chief of internal medicine at Brigham Hospital.  There was also a committee on research about sex funded by the Rockefeller Foundation, a committee on alcoholism funded by the Licensed Beverage Industry and, the most important one, a committee on problems of drug dependence. 

TB: When was this?

JC: It was from 1953 to 1956. 

TB: Tell us what you actually did during the years you spent with those committees at the Academy?  

JC: My job was to take minutes of meetings and to prepare, as secretary, the grant applications we received for the members of the committee to decide about them. It was very much like preparing the material for an NIMH study section. 

TB: Could you tell us something about the Academy?

JC: The National Academy of Sciences was created by Lincoln during the Civil War, with the idea that it would provide independent advice to the government. At the time I was with the Academy chlorpromazine and reserpine arrived on the scene and the Committee on Psychiatry suggested I go to NIMH to find out what they were doing about these drugs.  So I met with Seymour Kety, Ed Evarts, and a couple of other people and learned they were thinking of giving a grant to Ralph Gerard from the University of California to hold a conference on How Do You Evaluate Drug Treatments in Psychiatry.. My appearance on the scene apparently convinced them to use the National Academy of Sciences as the agency to do the legwork in setting up the conference with Ralph Gerard, as principal investigator.

TB: Could you tell us something about Ralph Gerard?

JC: Ralph Gerard was an interesting man.  He was a neurophysiologist, who had done major work in analyzing the national need for physiology. By the time the conference took place he moved form California to Michigan and was trying to set up an empire there. He was more interested in getting a big grant for his studies than in the conference. He was strictly an advisor and wasn’t actively involved in anything. He had a very quick mind but his wife had developed cancer at the time. 

TB: Where did the conference take place and how exactly did it turn out? The topic was exciting.  

JC: The conference took place at the Statler Hilton Hotel in Washington in the fall of 1956. It worked out reasonably well. We had about five concurrent sessions, probably unwisely, and we tried to record all the discussion. Then I had to edit it all.  I ended up as senior editor, after having a power struggle with Ralph Gerard. I felt I did 80 percentof the work.

TB: It was, for you, a learning experience. 

JC: Among other things I learned that if you have federal grant money, it won’t pay for coffee or doughnuts but you can get the hotel to charge you more for the use of their rooms and then they can include coffee and doughnuts, for free.  I enjoyed finagling the system to a mild degree; it intrigued me!  

TB: I see.

JC: It was while I was preparing for the conference meeting that Nate Kline and Mike Gorman testified before Congress that two million dollars should be appropriated to the NIMH to do a multi- hospital efficacy study of chlorpromazine and reserpine in schizophrenia. Their testimony included probably the first research design of a study ever presented in congressional testimony. .

TB: Could you tell us something about Nate Kline and Mike Gorman? Who were they? 

JC: Nathan Klein was head of psychiatric research at Rockland State Hospital in New York State and Mike Gorman was a reporter, who had written a book exposing public mental hospitals.  I think they were representing Mary Lasker who had a very rich husband, and used her husband’s money very effectively.  She would help support people like Nate and Mike to  lobby the congress and, then, she would give some money to people like Lester Hill, who was already in the House, to serve as catalyst to get the kinds of appropriations she felt were needed to treat various diseases. She was very wise about how to use soft money to achieve a great deal of leverage in getting money appropriated.  And, it worked very nicely.   Anyway, two million dollars got appropriated for the research but they needed somebody to run the program. As far as I could tell I was, apparently, the only visible psychiatrist who knew how to review grants. And I was willing to move.  All of a sudden, from first lieutenant in the army, I was offered a colonel’s commission in the public health service.  I accepted the job and moved to NIMH.

TB: When was that?

JC: After the conference. 

TB: Could you tell us who participated in the conference?

JC: Representatives from the drug industry and representatives from academia. 

TB: What was the title of the proceedings?

JC: Psychopharmacology Problems in Evaluation. It was published by the National Academy of Sciences and the National Research Council.   I think I still have three copies at home.  If the ACNP doesn’t have a copy for their archives, I ought to send them one before they disappear.  The book was not a vast commercial success. I think a thousand copies were printed and .about a hundred were left, which the academy gave to me to get rid of.  I’ve given them to various people since. 

TB: I have atuall a copy of that conference in 1956. We had chlorpromazine and reserpine by that time, but we didn’t have imipramine and iproniazid as yet.

JC: Imipramine was certainly not on the market; it became available two years later.  Meprobamate (Miltown, Equanil) was already on the market and was selling like hot cakes. Frank Berger, having discovered it, received a lot of publicity at the time. FDA did not require efficacy for a drug to be marketed in those years, only safety.   In 1956 there was a conference on meprobamate at the Waldorf Astoria in New York. 

TB: I think the Huxley brothers, Aldous and Julian were there. . 

JC: I don’t know.  I wrote my first formal paper for that meeting and I got paid two thousand dollars. 

TB: What was it on?

JC: It was a historical review of treatments.

TB: You said, it was your first paper?

JC: Yes. The only thing I had ever done before at the Academy was a bibliography on fatigue.

TB: Could you tell us more about that review?

JC: I reviewed some of the recent papers on chlorpromazine as well as old treatments but not only pharmacological treatments.  One of the most outrageous treatments was based on the assumption that psychiatric illness was due to infection and the treatment was getting rid of anything that might harbor an infection. They pulled all the teeth, cleaned out the sinuses and removed the colon.  

TB: The colon? Where was that done?

JC: At Trenton State Hospital. They had a very high discharge rate; people didn’t want their colons removed.  I covered the treatment of neurosyphilis with penicillin, comparing it with malaria treatment. I also got into literature on the treatment of parasites and, reviewed insulin and electric shock. 

TB: What about treatment with vitamins?

JC: I didn’t come across much because that didn’t get written about. I did touch on it later through Abe Hoffer.

TB: I was thinking of nicotinic acid in pellagra and thiamin in the amnestic syndrome.

JC: They used to say “if you find a nice cure for something like pellagra with Vitamin B and penicillin for cerebral syphilis, those patients get taken over by general medicine and you never see them again”.

TB: We are in the late 1950s when you got to NIMH. You certainly were the right person for the job 

JC: I was handy and they couldn’t think of anybody better who would come on such short notice. I also came with a good deal of humility; wasn’t sure what I was going to do.  I was helped in the first year by Sherman Ross, who was professor of psychology at the University of Maryland. He had the longest and most heterogeneous publication list that anybody had ever known.  He had one paper called, “Gorilla-Gorilla-Gorilla” and at the other end he had papers on industrial psychology, on psychometrics and even a paper on coca-cola. He never got a chairmanship because he wouldn’t focus on anything.  But, he knew a great deal and was on sabbatical. So,  I had him as a consultant to help me set up a psychopharmacology program and he proved very useful, both in teaching me research and recruiting staff to help run things.

TB: Could you name them? 

JC: Sy Fisher, Marty Katz and Dean Clyde. 

TB: When did they join you?

JC: Some of them came in late 1956

TB: And what was your mandate, evaluation of new drugs?

JC: I didn’t feel capable of that. The first year was spent recoding existing grants to make them look like psychopharmacology. We ended up with a list of grants like Carl Pfeiffer’s, a big sloppy grant, mainly about epilepsy, but there was a section in it about whether it would be interesting to give schizophrenics a sedative and see whether it worked.  We had a grant that dealt with carbon dioxide which was a biological treatment by a basic scientist at Penn, who was studying the effect of carbon dioxide on the brain, Scrounging around, recoding things that might just barely have a possible role in psychopharmacology, we came up with about eight hundred thousand dollars worth of stock to report to Congress by December.  I turned out to be good in writing reports to Congress, so throughout my time at NIMH, I did what one might call the science writing, I wrote the reports for congressional inquiries and that sort of thing.   

TB: You wrote the reports?

JC: I wrote the reports. And, then, in July of 1957, Jerry Klerman came for two years on a military draft exemption.  Those were the days when you had to do two years in the military. If I would have been wise enough myself, I could have spent my two years in NIMH, rather than with the army in Japan; although, it was probably good for my education to be in the army. . So Jerry came and I hired him; he was obviously very good. Then I hired Sol Goldberg, a psychologist, and the three of us planned the nine hospital collaborative study, which did what Nate Klein had in mind, comparing promazine, thioridazine, fluphenazine and placebo in newly admitted, first or second admission, patients with schizophrenia.  It is interesting to compare what we did then and how we do things these days.  We had enough money to do the study, so we went to the APA meeting that year and solicited people to write an application if they were interested and capable of doing a study which would require admitting one hundred and twenty patients with schizophrenia in two years. There was only one application that was not approved. 

TB: Do you remember the participating hospitals?

JC: DC General, Springfield State Hospital, City Psychiatric Hospital in St. Louis,  Rochester State Hospital, Manhattan State Hospital, and the Payne Whitney Clinic. We also had a hospital in Danville, Kentucky, The Institute of Living, and Stonybrook an d one of the private hospitals in upstate New York. 

TB: So, the study was designed by you and Gerry Klerman?

JC: Together with Sol Goldberg. And we also appointed a review and an advisory committee.  

TB: The primary criterion in the selection of hospitals was to have enough schizophrenic patients? 

JC: Yes but they had to show they could organize and run it well, It was interesting that drop-out rates were zero in hospitals where the superintendent was the principal investigator. One of these hospitals was in Rochester, another in New York, a third in Danville and Springfield State Hospital. In these hospitals there were no dropouts, for any reason, during the six weeks of the study.

TB: What was the overall dropout rate?  

JC: It was about twenty-five percent. The highest dropout, fifty percent, was at the DC General Hospital in Washington, followed by the City Psychiatric Hospital in St, Louis, Missouri. 

TB: Was the diagnosis based on DSM-II criteria or simply a clinical diagnosis? 

JC: We had no diagnostic instrument, but we could go and look at the Lohr scale data for these patients. John Davis still has the data on tape, because he reanalyzed it about twenty-five years later.

TB: Wasn’t the Lorr scale the main assessment instrument in the study?

JC: The Lorr and the Burdock scales. We probably also had a global improvement scale, but I can’t remember. We never knew what to do about side effects.  We recorded them, I can’t remember how. 

TB: Do you think that in some of the patients the diagnosis might have been wrong? 

JC: I presume, in retrospect, that maybe a third of patients were schizoaffective psychoses, or at leas ten percent were psychotic patients with mania and probably a few amphetamine psychoses were also in there.  

TB: How did you decide about the sample size?

JC: We had statisticians at NIMH and asked them how big our sample should be. The answer we received was, and I quote, “As many as you can get”.  We did not do any estimation of the effect size or anything like that.   

TB: I assume by that time you had quite a bit of experience yourself, with chlorpromazine and with some of the other phenothiazines.

JC: No, I didn’t. 

TB: You did not.  

JC: I’d had one anxious lady I saw before I went to NIMH, and she was complaining of stiffness in her knees.  She thought she was getting arthritis. It turned out she was on reserpine for her high blood pressure and had early Parkinson’s from it.  That was about as close as I got.  Of course, I had been to a lot of meetings and talked to a lot people.

TB: You didn’t have a private practice in the years when chlorpromazine and reserpine were introduced?  

JC: No.  I went to meetings, talked to people and guys on the advisory committee with experience. I think that worked reasonably well.  

TB: Who was the statistician involved in the analysis of your collaborative data? 

JC: I think it was Dean Clyde. He had experience with computers back in the days when we were key-punching the data. The kind of thing I would do is to make sure the contract got to people; the study was set up right, and looked okay. 

TB: Could you say something about the results? 

JC: The three drugs were usually better than placebo. We had about eighty-five dependent measures and on none were any of the drugs significantly different from one another. It should have been a couple, by chance alone. We played around with predictors of improvement and found that disorganized schizophrenics did better on chlorpromazine and paranoid patients on fluphenazine, but in a second study it didn’t replicate.   By and large, the history of trying to replicate predictors in drug responses has not been too successful.

TB: Remind me, what was the duration of the study? 

JC: Six weeks if my memory is correct. It wasn’t longer than that.  We then did a twenty-six week study, in which we used the three drugs but no placebo with a couple of other hospitals included, and what we found was that there was not much further improvement after the thirteenth week. And, our impression was that negative symptoms did about as well as positive symptoms.

TB: If my recollection is correct, in one of the first reports it was suggested that negative symptoms respond to drugs only, whereas positive symptoms are placebo prone.  

JC: The total improvement was better in the positive symptoms, if you included everything, but the drug placebo difference was greater in the negative symptoms. We went on and did a high dose vs. low dose study. We tried to figure out what a high dose of chlorpromazine should be and we never got a clear answer.  We ended up with two 2000 mg as a high dose, but investigators would say things like, “I have one patient up around 5000 mg a day and he begins to look better.” But two 2000 mg seemed like a reasonable upper level to me.

TB: Could you tell us about some of the other programs of the Psychopharmacology Service Center?

JC: We were given enough money to do a lot of things. One of the things we did that worked very well was the Information Center in Madison, Wisconsin.  

TB: I see. Could you give some background to the Early Clinical Drug Evaluation Units, the ECDEU program?

JC: In traveling around, I encountered a lot of places, mainly state hospitals, but also at some universities where people were getting funded by industry for a few months or a year or two and then the funds would drop off, making it hard to retain good staff or keep an organized program. It seemed it would be reasonable to give some centers sufficient support for a structure that would keep them going for several years and give the investigators a chance to do some studies of their own design. I remember Heinz Lehmann telling me he wanted a cost accounting study to be done for a Smith, Kline & French study because he thought that if SKF paid for the whole thing, it would have been three times what they actually paid. They were getting a lot of support from the institutions where the investigators were working.  So, I suggested to the head of NIMH, who in turn proposed it to Dr. Shannon, the head of NIH, to set up anf fund the ECDEU program.

TB: We are talking about 1960, approximately, right? 

JC: I think that’s about right. It came after we set up the nine hospital study and got it running. We had a little breathing room and the next thing was the ECDEU program. It went quite nicely, as Henry Brill, Deputy Commissioner of New York State had already created a number of research units in state hospitals. Sidney Merlis was already at Central Islip and George Simpson at Rockland State. 

TB: George Simpson was already working with Nate Kline and I think Don Gallant in New Orleans with Bob Heath.

JC: Heath was a remarkable man. He went from Columbia to Tulane so he could put wires in people’s brains, things they probably wouldn’t let him do in New York.   He was clearly interested in neuropsychiatry and especially what the pathology was in schizophrenia. He trained excellent psychiatrists, who now staff the Louisiana State Hospital system.  So, he ran a good clinical program, trained excellent people, while doing his oddball research. I think he was deceived by his research assistants; they kept recording figures that didn’t quite work out.  People went down to site visit and they couldn’t find the data.  It was all very strange.  My guess was that he was so charismatic that his research assistants found things to please him. It all fell apart, under scrutiny.  But, Don Gallant, the guy who came in with him did very nice work.

TB: You also had Pierre Deniker in the ECDEU group. 

JC: From St. Anne’s in Paris.  We got permission for a few foreign grants including David Wheatley’s. He was doing studies with general practitioners in the UK. There was a major convulsion at NIMH when it turned out that Dave Wheatley’s was a for profit foundation.  I can’t remember how we resolved that.  I think we finally stopped the grant.  For three or four years, we were funding him, assuming he was non-profit.

TB: The ECDEU program was certainly growing very fast. Would you like to say something about other studies and activities of the Center?  

JC: We tried a study in outpatient anxiety and did a series of small studies, mainly at Hopkins and with Karl Rickels in Pennsylvania giving chlordiazepoxide (Librium) to anxious outpatients. Someone had the idea that if you gave patients a drug which caused noticeable side effects it would have therapeutic effects. It turned out that it worked exactly the opposite way. Rickels worked with medically ill people who were dumped on psychiatry by medical outpatient clinics and when he gave them a dry mouth on top of their troubles they thought that was a major imposition.

TB: Then you did a collaborative study in depression?

JC: We did a seven hospital study of inpatient treatment of depression. They were patients who’d failed on tricyclics as outpatients so I expected to find, if they took tricyclics as inpatients, they might do differently. We really had to analyze the data in various fancy ways to even show that imipramine was different from placebo.  By only taking the worst half of the patients we could show that it was. We opted for a dosing regimen, where the dose went up to about the fourth week and then came down in the sixth week. We didn’t yet understand you ought to get the dose up and stay there for awhile. And we’d gone wild on metrics. We had about twelve different rating scales we factor analyzed.  By the time we got to that point, I think, we had data poisoning.  The findings of our study were published, but it was not a great success.

TB: You said that there were many rating scales used.

JC: We had the BPRS and several other scales including one that Al Raskin developed. .I can’t remember the scales we used anymore. We accepted anybody for that study who was depressed psychotic or not, we didn’t discriminate.  Some of the findings were sensible, e.g., that agitated patients got better on chlorpromazine whereas unagitated patients got lethargic. And only in the sicker half of the patients, in the more endogenous non-alcoholic patients, could we pick up an effect. 

TB: So, findings were not spectacular.

JC: Weren’t spectacular.Then, Bob Prien joined us and he was running a lithium vs. chlorpromazine study in bipolar patients; that worked out quite nicely in retrospect.

TB: When did Bob Prien get into the picture?

JC: Around 1960. He was a psychologist who was working for the drug company, Lakeside. He came to work for Ron Bonato at George Washington in the Biometric Laboratory and we ran the lithium, chlorpromazine comparison in bipolar patients.  

TB: Is there anything else you would like to add?  

JC: Marty Katz and I did a study with LSD in prisoners at an institution in Maryland where they send violent people.

TB: Then, in the mid-1960s you left NIMH?

JC: In 1967 two things happened that blew me out of the NIMH. They turned down the offer of St`.Elizabeths’ to give me a research ward. If I had been given the research ward or the responsibility for research on drug addiction, I would have stayed. 

TB: Where did you go?

JC: I accepted the position of Medical Superintendant at Boston State Hospital and spent a fascinating five years learning all about community mental health and open door policy.  

TB: Those were the years of deinstitutionalization. 

JC: We were doing quite well with our discharged patients, so it was not a bad program. I was convinced that for some patients the hospital was a better place than the nursing home to get help.  I played for awhile with the idea of how you could measure quality of life in nursing home and hospital inpatients who, herever they were, said everything was fine because they hated change more than anything. I would rather have kept the hospital going even if they wanted to close down hospitals. I would rather close other places and transfer more patients to us to take care of. We closed our medical research facility and started using the public health hospital instead.

TB: What would you have done actuall if you had your way?

JC: I would have stopped discharging patients. I would have liked to think about, who we wanted to admit and who we wanted to discharge.  I would have liked to decide who we could help. That’s the crucial question we never found an answer to.  

TB: I see. 

JC: I began to feel that my flexible administrative style plus the lack of any liability insurance for my deeds as Superintendent were going to get me into trouble sooner or later. The business manager of the hospital used to complain that we fed twice as many people at lunch time than we did any other time of the day.  A lot of our discharged patients would come back and mix with the current patients and eat lunch in the hospital.  I began to have cardiac symptoms, probably psychosomatic, and decided to take the Chairmanship of Psychiatry at Temple University in Philadelphia for a year.

TB: So you went to Philadelphia. 

JC: For a year but by .the end of the year Temple did not look as good and I was offered a job at McLean’s back in Boston. 

TB: You are still at McLean. Are you still active? 

JC: I am seeing depressed patients and occasionally other patients, in consultation.

TB: We have to wrap it up now but I have one more question. While you directed the Psychopharmacology Service Center you were in a position to influence the development of the field. Did the field move in the direction you would have liked to see? 

JC: I would have liked to see that clinicians and basic scientists getting closer, to see some kind of closing the gap between them. I’d always felt both, clinicians and basic scientists should be supported.  I was always worried that the basic scientists were studying A, while clinicians were observing B. I think we have made some progress in that direction. I am impressed that people like Steve Hyman, who directs NIMH currently, has a good command of both ends of the spectrum.

TB: So, you seem to be pleased to see what is taking place. On this note, we conclude this interview with Jonathan Cole. Thank you very much Jon, for coming to Nashville for this interview. 

JC: Thank you Tom for helping me. Thank you, Oakley Ray for asking me to be interviewed again.  . 

TB: Well, thank you for answering all these questions. 

