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JEROME LEVINE

Interviewed by Samuel Gershon

San Juan, Puerto Rico, December 10, 1995

SG: This interview is for the ACNP History Task Force. One of the negative features of this endeavor is that both of us have been selected to deal with the historical perspective which clearly indicates we’re too old to do something else!  I am Samuel Gershon of the University of Pittsburg and my guest is Jerome Levine.( Jerry, please introduce yourself more formally or  fully and then we’ll have a chat.

JL:  My name is Jerome Levine, but most people know me by Jerry, and that’s the name I prefer to be called by.  I’m now Deputy Director of the Nathan Kline Institute for Psychiatric Research at Orangeburg, New York and Research Professor of Psychiatry at New York University.  

SG: As this is a historical perspective we would like to get some insights both into your entry into the field, your role when you were leader of one of the branches at NIMH and how that activity related to the ACNP and the field of psychopharmacology.

JL: That’s a great lead in, and gives me lots of latitude.  I’m a psychiatrist by training and did my three years of residency, the first two years in Buffalo, New York and the last year at St. Elizabeth’s’ Hospital in Washington. Then, I owed two years to the Public Health Service and was sent to the Narcotics Hospital in Lexington, Kentucky. While I was there I got involved in trying to use LSD trying to treat narcotics addicts. Jonathan Cole who was head of the Psychopharmacology Service Center at the National Institute of Mental Health knew about this work because I had approached him for help in getting the data analyzed at the Biometric Laboratory at George Washington University, which he ran. Jonathan asked if I might come to NIMH and set up controlled trials to test the utility of LSD in treating alcoholism and some other psychiatric disorders. He was under a fair amount of pressure at that time, because claims were being made that LSD was a cure for alcoholism, psychoneuroses and what ever else ailed mankind.  So, when I finished my two-year stint at Lexington, Jonathan invited me to join the Psychopharmacology Service Center (PSC) at NIMH. 

SG: Could say a bit about the attitude that existed at the time on the use of the hallucinogens for any purpose because people have opinions now that are very different from those that existed then but we’re still dealing with some of those concerns.  

JL: LSD and the hallucinogens or psychedelics were, in the beginning, a laboratory curiosity.  They were drugs, LSD in particular, which worked at microgram quantities, whereas most drugs work at milligram amounts. Everyone was interested in how a substance could be so potent in the brain.  You could give 50 micrograms of the drug and know that in 20 to 30 minutes you were going to see a variety of profound responses in the subject. You could induce an altered state of consciousness regularly by using LSD; hence it’s classification as a hallucinogen, a drug that would induce a hallucinations or a psychotic state. It was a great laboratory curiosity for both basic scientists, because it worked at such microgram amounts, and it was interesting to clinicians because of the altered states of consciousness it induced. Timothy Leary and some  other people at Harvard became interested in the drug, not as a treatment or a laboratory curiosity, but as a substance that could induce profound psychological changes which they believed lead to enhanced performance and interesting spiritual and religious experiences. So, they felt LSD was a boon for mankind and if virtually everyone could take the drug they would become better people.  Hence, there was almost a cult that began to advocate its use on a wide spread scale. Since society considered taking LSD as drug abuse, a conflict arose between those advocating and those opposing its use outside the laboratory.  

SG: How did it come about in this climate that there was pressure exerted on an official arm of government, the NIMH, to examine the LSD issue from both sides?

JL: That’s what made it really interesting at the NIMH in the 1960s. There was a group of people, Humphrey, Osmond, Smythies, and a group from Canada, who were utterly convinced that LSD could cure alcoholism, and they were publishing reports and giving talks that stated this. So the question about the therapeutic use of LSD became a public health issue.  If LSD, in fact, was a treatment, it should be used more widely, and, if it was not a treatment, then people should not be receiving it or might even be charged for its use. And that’s how the NIMH was influenced to set up these trials.  But, then, there was the problem that if LSD is a drug of abuse, would legitimate research being done with it, lend to its credibility and spread its use?  

SG: So, the governmental agency was essentially requested to make this therapeutic inquiry, and that’s what was carried out.

JL: That’s correct, and let me tell you what happened with the drug and how the government has been in the forefront of continuing the study of LSD. Sandoz, the pharmaceutical company that manufactured LSD and was the sole source of supply in the early 1960’s, made it available to any investigator who wanted to use it. But, as they came under increasing criticism because LSD became a drug of abuse, Sandoz said, we will no longer supply the drug to any investigator.  We can’t take the risk because it’s besmirching our name. One day I got a call from Craig Burrell at Sandoz, who said Sandoz was no longer going to distribute the drug.  We understand the need for making the drug available for scientific investigations that are underway so we are willing to offer NIMH our entire Sandoz supply of LSD.  I said we would very much like to have that in order to provide the drug to researchers.  As a result, one bright day an armored truck pulled up to our North Bethesda Office Center in Bethesda with that entire supply of LSD and they asked where do you want it?  Luckily, I had made arrangements for it to be kept at the NIMH pharmacy so it was taken there. Then a joint NIMH-FDA Advisory Committee was set up, which received requests for the drug and passed it on to investigators. In his way the use of LSD was controlled by FDA, and its availability was through the NIMH. That committee continued to function for many years; a pharmacist, John Scigliano, ran it. I’m not sure how the system works now, but I know that psychotomimetic drugs are still available through the government to carry out research.  

SG: Maybe we should move on to the role you played as a Scientific Administrator when you moved to the NIMH.  

JL: The part of the NIMH I went to, the PSC, had extramural functions, which means it dealt with grants and contracts to support research, rather than having our own laboratories and clinical facilities. I liked that way of working very much.  I had met a colleague at Lexington, Dr. Arnold Ludwig; he and I had done some of the LSD studies.  When I left Lexington to come to NIMH, Arnold went to Mendota State Hospital in Wisconsin where he had the opportunity to carry out clinical trials with LSD in alcoholism. Being at NIMH with responsibility for setting up controlled clinical trials with the substance, I set up one there.  There were also several other trials set up around the country. I realized that by opening up requests by grant applications, we could get a lot more research accomplished in the field than if we at the NIMH carried out the work ourselves.  This was the whole principle of the extramural function. In those days, there were a sufficient number of people on staff at NIMH that you not only had the administrative function, but you could participate in the science of what was going on.  So, Arnold and I saw ourselves as collaborators. Jonathan Cole set this template by recruiting people to PSC who could serve as knowledgeable administrators and continue to participate in science. People like Gerry Klerman, Nina Schooler, Sol Goldberg, Ron Lipman, and several others were at the NIMH carrying out these dual functions.  I joined the NIMH in 1964 and when Jonathan Cole’s Deputy left, he asked me to be take that position.  To my shock and disappointment, in 1967, Milton Greenblatt recruited Jonathan to become Superintendent of Boston State Hospital. So, when Jonathan left the NIMH, I became the Acting Director of PSC, by virtue of being the Deputy. Then, in about 1969, we had been reorganized and when the PSC became the Psychopharmacology Research Branch (PRB,) I became the Chief of that branch, a position I kept until December 1994.

SG: It would be helpful if you could talk about the accomplishments of PSC and compare the situation then and now. 

JL:  Those were very different days than now.  The PSC had adequate staffing and funding. In fact, there were times when we had more money than we had meritorious research.  That’s when Jonathan and the staff were at their best in finding and encouraging people who might not have applied for grants to do some work. It was also unique and worthwhile that our peer review committees were adequately funded so we could go to the sites of proposed research and meet the investigators.  This was not only good for the investigators, because they might not have presented well on paper, but it was tremendously educational for the site visitors to see what was going on. You could have confidence in decisions that were made because you saw the site and didn’t depend entirely on a paper submission. You could also interact with the investigators; there was a collegial relationship that could help the project. Very frequently people would visit the sites two or three years later and saw whether their initial decisions were correct or incorrect.   Collegiality and a kind of continuity ensued in the field, which I think has been responsible for a lot of its growth.  Now, in 1995 and 1996, there has been a major downsizing at NIMH.   There has also been an increase in the number of investigators and research sites.  But, unfortunately, there is a very great shortage of funding. So we have many more well trained people who are able to carry out studies but not enough money for the kind of quality review, based on site visits that we were able to do before. I fear the deterioration in quality of the review process, may bring about some weakening of the field.  

SG: I think that’s very true.  As a consumer, I feel that’s a very important change that’s taken place.

JL:  Which change are you referring to?

SG:  That previously the staff in your branch could give feedback to investigators and act as scientific colleagues, not just accountants. That apparently has been changed by legal mandate.

JL: I wasn’t aware that it was changed by legal mandate, so I can’t comment, but the fact is that because of the smaller number of people there isn’t time for them to keep up with the science, to do the kind of visits necessary to keep current. And, the field is moving much faster now because of the larger number of people and increased technology.  So the role of the NIMH staff has changed.   There was also another change in the 1960s and early 1970s; in the old days the review process was run by the programs that funded the research, so you had both review and program functions together.  Now there has been a separation, so the program staff is no longer involved in the review.  

SG: That’s what I was getting at.

JL:  This, unfortunately, has not worked out very well because, after the separation of review and program functions, there wasn’t sufficient funding to staff review to a high level of competence. This has, in my opinion, deteriorated the review process, which in the long run, will diminish the quality of what’s being supported.  

SG: That’s what I was getting at and you’ve explained it clearly.  I agree that these changes have adversely affected the growth of the discipline. So, let’s go back and look at what’s happened to the ACNP and the field of psychopharmacology during the time you were at NIMH. 

JL:  There had been, from the beginning, a very synergistic relationship between the NIMH and the PSC about the creation of the American College of Neuropsychopharmacology and the International College. I think that it was the leadership of NIMH, and specifically Jonathan Cole’s leadership, that brought that about. There was funding made available for supporting these meetings; there was encouragement for people to attend them, and there was a Government Industry Liaison Committee set up where people from the government told us what was going on and informed the ACNP and its membership what was happening.  I remember coming to San Juan, to my first ACNP meeting, encouraged by Jonathan and I was awestruck by the number of research scientists participating and the breadth of what was going on.  Then, year after year, I saw the progress made and was able to take the experience from interacting with people here back to my role at the NIMH. I could identify what gaps there were, and get the branch to try and see if we could fund work that needed to be done but wasn’t. There was a study you probably remember well; the hyperbaric oxygen study we funded is a perfect example of what I’m talking about.  . 

SG:  It was important that the need for that study was identified within your agency. Questions had been raised about therapeutic claims which, if they were true, needed to be validated because the cost of the intervention was extremely high and it would only be worthwhile if you could prove its value conclusively. That’s a clear example where NIMH took the initiative to address a public health need and from that data the important decision was made that funds should not be assigned because hyperbaric oxygen was not an effective therapy. That kind of projects would be important to do now with managed care.  Do you think that NIMH is geared to do that sort of thing again?  

JL: I don’t think with current resources that it’s possible.  But it would be important to do those kinds of projects. Going back to the hyperbaric oxygen study, it was Small and Jacobs from Buffalo, who claimed hyperbaric oxygen treatment was useful in reversing the effects of senility or organic deterioration in older patients.  And there was only their one study in the field. At the Branch we identified the need to replicate their finding; if true it was a ’breakthrough’ both in terms of treatment and understanding the mechanisms underlying cognitive decline.  On the other hand, if false, too many people are being put through very expensive treatments for no reason.  And, entrepreneurs were moving in very actively because the hyperbaric chambers they made were being underused.  

SG: Or lying idle. 

JL:  It was not an easy study to do, because you had to set up a proper design with investigators knowledgeable about how to select an appropriate control group and a set of outcome measures which were reliable and valid. Al Raskin was the person at NIMH, who was gently urged by me to move into this field after he had made tremendous contributions in the area of depression and antidepressant therapy. It took him about a year and a half, gathering information and the relevant people, before we could even imagine doing a trial. During that time he met with many people at your institution at NYU, with the Rusk Institute, and with Tom Crook to develop some novel measures.  All of that was brought together before a study could be mounted and supported by grants. I don’t see, at this point, that there is support and staff time at the NIMH to have a year and a half just for planning such a study. This is an example of a study the field couldn’t do on its own because of the need for getting the right people from so many areas. Morris Lipton, the Professor of Psychiatry at Chapel Hill in North Carolina, used to say that Psychopharmacology Branch was the Yellow Pages of Psychopharmacology. By that he meant we knew what was going on and who was doing what in the field, and could broker things to bring people together who ordinarily wouldn’t collaborate on a project.  

SG: This story is illustrative of what we are losing. I wonder if we could have some other issue you saw during your tenure you would like to comment on.   

JL: I would like to go back to something that doesn’t reflect so much on the current structure, but on how the field has changed.  In the early days of psychopharmacology, and I’m referring to the 1960’s, there were few investigators and not many standards; Psychiatrists didn’t know about clinical trials and methodology. They knew about patients and how to try treatments. Psychoanalysts were prevalent, and looked at people who were trying to introduce medications as some sort of weird and far out group. Since the Food and Drug Administration had no efficacy requirements to market drugs before 1962 and because of doubting Thomas’s in the psychiatric and psychology professions that a drug could improve abnormal behavior, we had to prove to our colleagues that, in fact, medications could make a difference. So we set out to do controlled clinical trials which gave incontrovertible evidence these medications were working and proving that to our colleagues as well as to the regulatory agencies. So, because of the staff at NIMH and cooperation with the field, a set of standards was developed to be employed by a program called the ECDEU, Early Clinical Drug Evaluation Units, in which funding was given to about 18 centers around the United States to carry out clinical trials.  People from those centers gathered together once or twice a year to exchange results with compounds they were testing. Early on, we realized that since different people were using different outcome measures and rating scales it was very hard to compare results from Bellevue in New York to results from Oklahoma City, for example. When this problem was identified, the NIMH and the investigators set up a standard battery, a cafeteria of scales, which could be jointly used as a set of forms, sent to the Biometric Laboratory, George Washington University, analyzed and returned to the investigators. The NIMH did not dictate the design of trials or which of the forms should be used. It did identify some necessary data, like the demographic forms and dosage records that were to be completed in all clinical trials. And, this was a very nice model and soon we started seeing, at meetings and other places, pieces of the output from the Biometric Laboratory appearing on slides. Not so slowly but surely, the field adopted these standards, and now there’s no question the industry requires that kind of standard to be used in clinical trials.  Something that was experimental, back in the 1960s has become standard in the field.  

SG: You provided a method for very early evaluation of new therapeutic entities with small sample sizes. The system was so well organized and had a cross checking system, so if Investigator “A” studied drug “B” and two other investigators also did drug “B”, you could know very quickly whether there was consensus or not.  You were able to get data very early with very small samples. Secondly, it provided a mechanism to investigate drugs without support by pharmaceutical companies. The NIMH would provide support for an investigator to study a product for therapeutic activity if he felt it was justified. Do you think a system should be a place again that would support studies like the hyperbaric oxygen chamber project? 

JL: I think we’ve passed that stage. By now certain standards have been accepted and it’s easier for companies to have their drugs studied.  But if the funding could be put into some kind of pool, where people would be able to study what seemed to be the most interesting, we might see more worthwhile projects. Right now, I would go to the other end of the spectrum; we need studies of effectiveness. We still need studies of efficacy under ideal circumstances, but we also need studies in the field of routine practice, to see how well the drugs works in real life situations and we also need studies to see how one drug compares to another. The FDA standard for marketing is active drug versus placebo, so if you can show your drug is better than placebo in a defined diagnostic entity and is safe, your drug can be marketed.  From the point of view of a clinician and patient, what we want to know is what would be the best or leading treatment for a particular condition from the existing drugs available. Unfortunately we don’t have the scientific data to get that information, but that could be done with effectiveness studies.  Now we don’t have the methodology for effectiveness studies, although, over the years, we developed the methodology for doing efficacy and controlled clinical trials. I would very much like to see the NIMH push to create effectiveness studies to give us information that could be used for clinical guidelines. Guidelines are accepted by managed care companies, but we have very little scientific data to back them up or to know whether patients wind up being treated better.  They may only lead to patients being treated cheaper.

SG: Thank you very much. I hope other people can learn from the questions we’ve raised and the issues that should be addressed. 

JL: Thanks, Sam.

( Jerome Levine was born in Brooklyn, New York in 1934.





