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JONATHAN O. COLE(

Interviewed by Leo E. Hollister

San Juan, Puerto Rico, December 11, 1994

LH: It’s a pleasure to have you here for this interview on the history of psychopharmacology because I think you are probably one of the oldest historians, not in terms of actual age, but in terms of durations.  Of course, you’ve been part of this wonderful ACNP.  Tell me, how did you get started in medicine and psychiatry and psychopharmacology?

JC: My mother had a fixation on a surgeon, in my late adolescence, early, around twelve or so.  And, then, she had manic or depressive episodes often, which may have contributed.  And, my best friend in boarding school, had a father who was a doctor and somehow or other I ended up in medical school during World War II.  And, at Cornell, I got under the influence of Harry Gold, who was doing double-blind studies of angina. .

LH: Well, those Cornell conferences on therapy were really landmarks.

JC: Yes. I interned at the Brigham and did my psychiatric residency at Cornell. So, I got exposed to Harold Wolfe’s neurology conferences, which were also pretty good.  And, then, I went into the army for two years. When I got out I heard the National Academy of Sciences advertised to all the psychiatrists coming out of the service. They were looking for an MD to service about four committees, they had at the academy. I applied and got the job with the help of George Thorne, who was my chief at internship.  The National Academy had committees on stress, psychiatry, alcoholism, and drug abuse.

LH: Good for you, you got the job.

JC: Anyway, I got in my job some exposure to research and how committees review research. The committee on psychiatry was supposed to advise the army, on psychiatric research, but the army didn’t want any advice.  So, we were a committee without a function, as far as I could tell. And, then I went up to NIMH to find out what they were doing about reserpine and chlorpromazine, which just arrived at the time. They had given a grant to Ralph Gerard through the National Academy to organize a conference and I did the legwork for the conference and, eventually, edited a book on the proceedings, called Psychopharmacology Problems in Evaluation.  And, then, Mary Lasker and Company dumped two million dollars on NIMH to run a grant program in psychopharmacology.

LH: What year was that?

JC: 1956, the same year the conference was held.   They couldn’t get Joel Elkes or anybody sensible to run it, so they ended up with me, because I’d run a committee.  I knew something about research grants and something about committees and was handy and willing to take the job, so I ended up at NIMH running a program at age thirty-one or something like that.

LH: It seems to me I remember a meeting we had where you and Ralph came over and visited with the VA group.  

JC: VA was doing a multi-center study and about that time, Nate Kline testified to congress saying that, “by-god, the NIMH should do a multi-center study”, and sooner or later I did.  It was an interesting time because we were getting money given us faster than we could spend it and could, in fact, do things like multi-center studies, because we had a lot of extra cash.

LH: The Psychopharmacology Service Center had another name, initially.

JC: No, that was the original name until it got changed to the Psychopharmacology Research Branch. I set up a scientific information operation under Lorraine Bouthilet, which, actually, did quite a job until it got expanded into the mental health information system and clearinghouse. 

LH: So, you started The Psychopharmacology Service Center. In what year did you?

JC: In 1956 and ran it for eleven years. We, first, did the study in schizophrenia, in acute schizophrenia, comparing placebo with three phenothiazines in nine hospitals and that went quite nicely and produced highly sensible results. And we went on and did a second study without placebo in slightly less acute patients, which came out all right.  Then, we did a study in chronic patients with high dose, low dose placebo and, I think, doctors’ choice treatments.   Bob Prien wrote up most of that.  Then, we did a study in depression, which was a bomb.  I don’t think it was, even, ever noticed. 

LE: I once did an antidepressant study that was a bomb.

JC: And, we and Sy Fisher did, some stuff on Librium (chlordiazepoxide,) placebo and what not, in anxiety. The Early Clinical Evaluation Unit (ECDEU) program started about that time. The name was changed to NCDEU and there is still an NCDEU meeting every spring. .  

LH: Was the last one about the thirty-third?

JC: Something-like that, yes.  

LH: I remember the first one; seems like it wasn’t that long ago.  

JC: I modeled the ECDEU program, or at least in part, on a program Nathan Eddy was running for problems of drug dependence. The program had originally twelve or thirteen grantees, but it turned into a meeting where industry and investigators could get together.

LH: It has become quite a big one now.

JC: Actually, it’s less selective, but sometimes more fun.

LH: If I recall correctly, all the hospitals in your nine hospital study were non-academic hospitals.  Weren’t they state hospitals?

JC: No, we had a mix.  We had Paine Whitney,   Institute of Living, DC General, and the city’s psychiatric hospital in St. Louis, whose name I forget now.

LH: Malcolm Bliss.

JC: Malcolm Bliss.  

LH: You had one site in Louisville, didn’t you?

JC: No, we had one in Lexington, Kentucky, and Rochester, New York, a State Hospital, Manhattan State Hospital and, I think, Springfield State Hospital in Maryland.

LH: In Springbrook?

JC: No, it was in Springfield, actually.  That’s where Gerard Hogarty came from to the PSC.  He was the social work chairman on that project, actually.

LH: So, there were seven of them that were non-academia. 

JC: Yes, I think we probably did a little better, with non-academic hospitals.  Actually, the two lowest dropout rates were in hospitals where the principal investigator was the superintendent.  No one dropped out from placebo.  It was interesting.  We, actually, had a tenth hospital, Stoney Park or Stoney Lodge, or something like that, up the Hudson, but they couldn’t provide the patients, so we dropped them.  We just went around at an APA meeting and approached people we thought might be interested and talked with them.  We didn’t put it out for bid or anything.  We just sort of did it.  Nobody complained in those days. 

LH: Well, that was a landmark study, which allows me to say, I think, that we at the VA got robbed. 

JC:  We had more credit than the VA did and I think that was probably wrong, but it was nice.

L.H.: Well, between the two of them, certainly, it erased any doubts about the effectiveness of these drugs. There still were times when people weren’t really quite ready to accept them.  And, it was often cited that a sizeable number of the patients, I think, something about twenty-five percent on placebo, showed improvement.

JC: Yes.

LH: And, that was cited as a tendency to spontaneous remission.  Do you think it could possibly be the case that many of these acutely psychotic patients weren’t truly schizophrenic?

JC: Well, some of them were, undoubtedly manics, and a few of them may have had amphetamine psychosis.  I wouldn’t want to guarantee that the twenty-five percent got better actually were not schizophrenics. Some of the current studies, like the Hillside first episode schizophrenia study have lousy outcomes. Anyway, we had really great placebo-drug difference. Then the placebo group did better at two year follow-up than any of the.........

LH: Of course, because they were subsequently treated with drugs. .

JC: We did a two year follow-up and found that there was a lower re-hospitalization rate in the placebo patients than there was in the drug treated patients, for some unknown reason.

LH: The VA had a similar experience. Well, you certainly did a series of landmark studies there and, then, you left the Psychopharmacology Service Center in when?

JC: 1967.

LH: 1967.  

JC: Jerry Levine took over and I moved up to Boston to run Boston State Hospital, which in retrospect, I helped to put out of business. 

LH:  I think there is room for an asylum these days.

JC: People used to come in and say this was one of the best state hospitals, in the country and I used to have acute attacks of guilt, doubt and what not.  

LH: Well, that was a movement all over the country.  I remember in California that Governor. Reagan decided to close all the hospitals and, of course, made no provisions for after care.

JC: We did fairly well on after care.  

JC: Cooperative apartment programs and things of that sort.  We were doing home treatment and other such things.

LH: So, after you ran the Boston State Hospital to non-existence, you went back to academia, did you?

JC: I took a year as chairman at Temple to get out of town.  I was beginning to feel that I was doing enough irregular things that one of the old civil servants, who ran the business end of the hospital, was going to get me one of those days, if I kept on doing what I was doing at the hospital. There was no insurance for any of my acts as superintendent. The state would cover me for seventy-five hundred dollars 

LH: Good grief.

JC: And, there was no purchasable insurance that would cover one’s acts, as superintendent, in those days.  For a year, there was a law that covered us and made us unable to be sued but, then, the change in the law lost that section.  Anyway, I went to Temple for a year and my, then wife, said, “Try it for a year and if you like it, we’ll move”.  By the end of the year, I’d figured I didn’t like Philadelphia and I got offered a job at McLean. And I’ve been, more or less, there ever since, almost twenty-five years, now.

LH: You’ve been there a long time.

JO: McLean’s, actually, been very nice till lately. The last year a few things have gotten kind of dismal and they were firing people, and doing all kinds of things.

LH: That’s because of budget?

JC: Yeah, we turned ourselves inside out to provide multiple levels of care and we were all ready for National Health Service, except that nothing ever happened.  Nobody wants to pay for day hospitals and halfway houses and things, unless you have a private insurance.

LH: You’d think the insurance company would grab at it. 

JC: They do, to some extent, but you’d better negotiate with them.  We’ve done some business in halfway houses.  At one point, we had one hundred and twenty patients in halfway houses.  At Boston State that was fine because you had a fixed number of employees and, you could get rid of patients; and you could use the people for doing other things, but in private hospitals, these days, if you get rid of patients, you, also, get rid of beds and, then, you get rid of ways of earning money.  Everything begins to sink.  At the end of the slide, I don’t think we’re going to go broke, but it’s going to be a rough five years.  

LH: Now, who is in charge now after Fred resigned?

JC: Steve Marin took it over and is still running it.  He now has an office down at Mass General and is looking more and more disinterested in the hospital.   I got offered some money for a crummy little residency program, which works with a Catholic hospital in Brighton and I’ve now moved over there, half-time, teaching.  I’m now director of residency training at St. Elizabeth’s, like two or three days a week, and give them two days a week at McLean, as a senior consultant or something or other.  I can’t remember what.

LH: I think McLean always comes out on near the top of the list of psychiatric hospitals. Do you have as many people doing research there as you would a few years back?

JC: More, if anything.  I think our research is gradually climbing over time.

LH: Is this due to successful grant applications?

JC: Mainly, grant applications. Sherv Frazier, once he got undepressed over the plagiarism nonsense, has raised something like twelve million dollars in endowments, so, we, even, have some endowment income to draw on.  We keep body and soul together. .

LH: So, it’s still a major research hospital?

JC: Yes.  Research is still going on, reasonably well.

LH: You mentioned Ralph Gerard, earlier.  You were sort of his protégé, weren’t you?

JC: I guess.  I assisted him in organizing the meeting we talked about. But when I got my name first on the book he didn’t like that very much.  Then, he got a big grant out of me, somehow over my dead body.

LH: Did he use the grant for Michigan? 

JC: Yes, Ypsilanti State Hospital.  He brought Sam Gershon to this country on that grant.  I wasn’t quite sure whether I wasn’t in conflict of interest or something or other, giving him the money. They used the money to prove to everybody’s great satisfaction that simple schizophrenics are different from paranoid schizophrenics, to a great extent.

LH: Gerard is a neurophysiologist.  How did he get interested in clinical psychiatry?

JC: I have no idea.  I thought he was sort of getting more grandiose as he got older and having a great big program, in which he solved all the problems in schizophrenia. Then, he retired and went to California, I think.

LH: And, was lost forever.

JC: He was an entertaining and a creative guy, but I never understood what he did in zoology. He was a feisty, charming man, tough generally, to work with. 

LH: Now, what would you judge to be your most significant contribution in your field?

JC: I suppose, probably, in getting the antipsychotic cooperative studies rolling.  And, I’m given credit for inventing a metric for the abuse liability drugs

LH: You never trained in drug abuse, did you?

JC: Jerry Levine, who was my deputy for awhile, did.

LH: Jerry followed you at The Psychopharmacology Branch at the NIMH. 

LH: Did you have much interaction with some of the other people in that period of time, say like, Nate Kline?

JC: With Nate, I had a long friendly relationship.  He never got much in the way of grants out of the feds. People like Roy Grinker, who was   chairman of the committee, would look at the grant, and say, “Ah, Dr. Queen”.  The review committee went on from there to tear it to remnants.  I finally understood that Nate was captive of a group of rather mediocre researchers. He was collecting his   own civil service set, then, at Rockland State.  He kept trying to put in big grants to get money for all of them and the results were these rather peculiar presentations that would turn up on my doorstep every now and then.  But, I, generally, liked him.

LH: How about Heinz Lehmann?  Did you know him?

JC: Oh, I knew him.  Heinz and I and several other people did a site visit on Nate’s Haitian Psychiatric Institute one time.

LH: So, you went to Haiti?

JC: It might have been one of the high points in my life, the week in Haiti, under old Papa Doc with whom we did business. The new clinic went up at Pompeu Bay, which was the old snake pit hospital wing.

LH: Nate was highly regarded down there, wasn’t he?

JC: Yes. You also had some contact with Mike Gorman.  I actually didn’t dislike Mike, but I figured it was much easier to get along with people than to enter into a fight with them.

LH: Yeah, I don’t think you ever had trouble with anyone.

JC: I, actually, like most people. George Crane was a little hard to like. 

LH: George, if he could find you, he’s going to get you.

JC: I know. I think my worst day at the Psychopharmacology Service Center was the day the Early Clinical Drug Evaluation unit people were meeting, and George presented this proposal that he wanted to analyze their data in some form or another and they all rebelled against him. 

LH: You have to give him credit though that he was one of the first voices to recognize the antidepressant effect of iproniazid.

JC: Oh, yes, he, actually, probably deserved the Lasker Award for finding MAO inhibitors as antidepressants. He had observed the effect on tubercular patients on Staten Island, about the same time Nate was there.

LH: Was George working on Staten Island? 

JC: No, but he was the psychiatric consultant to the TB ward where, iproniazid was first used. In patients who got very happy and he felt it was an antidepressant .And, he and Nate presented at the same first conference on iproniazid. Nate got a prize for it and George didn’t.  You could see why.  I couldn’t figure out which one of them deserved it.  I think it should have been split, in all fairness.

LH: That’s right. Is George still around?

JC: I don’t know.   He was retired in San Diego like five years ago.  He has a son, who looks remarkably like him, whom I met a couple of times, of course.

LH: Who else were some of the people who were there early on?  Did you know Hy Denber?

JC: Yes. Hy was a little aloof, a little further out, a Mr. Cool, somewhat peculiar or something or other.  

LH: What about Tweenie Saints?

JC: He never, actually, had a valid medical license.

LH: He didn’t?  I think he was from South America, wasn’t he?

JC: Cuba or somewhere or other.  

LH: What about Henry Brill?

JC: I much admired Henry Brill and also George Ulett. And I have a long friendship with Max Fink. 

LH: Well, Max has been around for a long while.  I’ve got to interview him.  George Ulett got into acupuncture. 

JC: Yes, he got into acupuncture. 

LH: He sort of dropped out of sight.  How about Fritz Freyhan, do you know him?

JC: I knew Fritz reasonably well. I never was quite sure whether I liked him or not or whether he liked me or not, but we got along relatively well.

LH: He wasn’t an overly friendly fellow.

JC: He was at St. Elizabeth’s’ for a while when I was in Washington.

LH: I knew he was at St. Elizabeth’s’ when Joel Elkes started, probably about 1960, wasn’t it?

JC: Yes. Actually, that had something to do with my leaving Washington, as a matter of fact.  I left Washington in 1967.  We had been pushing about where the psychopharmacology program may go, maybe to St. Elizabeth’s’ and eventually, I was told by various higher ups that I could not extend myself that far.  And, about the same time drug abuse was getting hot and Roger Meyer had come to work with me. Then, he moved over to run the beginnings of NIDA with a couple of other people and they separated drug abuse from psychopharmacology.  And at that point, Milton Greenblatt invited me to come to Boston and run Boston State. My parents were getting older in Cambridge, so I figured this was a good time to leave.

LH: And, that’s where you spent most of your life.

JC: Yes, in Boston. But, if they’d let me have the research ward at St. Elizabeth’s’ and hadn’t taken away responsibility for drug abuse, I’d probably still be in Washington.  

LH: Well, that was a nice operation for awhile.  You trained quite a few people from all over the country.

JC: We had Max Hamilton in Washington for a year. Somebody finally looked at Max’s personnel form, and down about the third page, there was the question, have you ever been a member of the Communist party?  And, Max marked, yes; nobody had ever noticed it before. They debated about whether to deport him instantly or ignore it and they finally decided to ignore it, which was probably the wise thing to do.  The shadow of McCarthy was still loitering around.  Luckily, the bureaucracy proved a lot more workable than I would have thought it might this time.  I owe a vote of thanks to Sherman Ross, who took a sabbatical the year I started PSC and helped me out in research design.

LH: Wonder what ever happened to Sherman?

JC: He was at the National Academy of Sciences in charge of their psychology section, the last time I worked with him, which was like ten years ago or so.  He spread himself over so many areas in psychology that he never got himself a chairmanship or a really respectable position and, then, he moved to Howard.  But, he helped me get started and found me Dean Clyde to run data analysis for me and Sy Fisher, who did a lot of other things with us..

LH: Well, he gave a lot of people their start.

JC: I’m still on friendly terms with Sy. He went to the University of Texas in Galveston but spends six months in Boston.

LH: So he spends some time in Texas and some in Boston.

JC: Yeah.  He had a permanent rental of a condo overlooking Boston Harbor and one of the wharfs. 

LH: Well, where do you think things in the field are going?

JC: I think antipsychotic drugs are getting better and better.  I think we could use a new antianxiety agent.  I just got through with a study on buspirone.

LH: Do you think that buspirone type drugs are important?

JC: They ought to be and I’m not sure why they’re not.  I tried to talk Mead-Johnson; recently into letting us restudy buspirone and see if we couldn’t figure out a way of using it once a day and making it more user-friendly for primary care docs. 

LH: It’s never been quite as successful commercially as they’d hoped.

JC: It might be explained by the fact that it works slower than Valium (diazepam.). But, I think something ought to happen in that area .You get someone better with a benzodiazepine and when you try to withdraw the drug you get back to where you started. People on Buspar, when you withdraw it, tend to stay well and maybe even get still better.  

LH: I think there’s a greater interest these days than ever before in Alzheimer’s.  Do you see that?

JC: Well, I don’t know enough about the area to tell. But, people worrying so much about it, you would think that some drug would show up.

LH: Well, maybe, that Ronald Reagan’s recent revelation that he’s a victim of Alzheimer’s would have a certain impact on that disease as Franklin Roosevelt had on polio. 

JC: It may, in fact, get the funding rolling.  In a certain way, the scene in Washington is not reassuring.  You can’t imagine that the people in congress are going to do a lot to increase the amount of grant money, around. 

LH: Well, that’s rather discouraging.

JO: Yes

LH: Well, Jonathan, you’ve always been one of the friendliest and most jovial people in this whole field and it was a delight to talk to you and if you have anything else to say let us know.

JC: OK, I will.  Thank you. I’m, glad that I might have been be able to contribute a little bit.

LH: OK.

( Jonathan O. Cole was born in Boston, Massachusetts in 1925.





