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DK: I am Donald Klein and I’m interviewing Dr. Louis Lasagna,* and if you will start by telling us something about you, your background and what training you have had?

LL: Well, I originally trained as an internist, and then went for a post-doctoral, a couple of years, to Johns Hopkins, where I for the most part did animal pharmacology. Then I was deeded over by the Public Health Service, in which I had a commission to work on an army project for Harry Beecher, who was head of anesthesia at the Massachusetts General Hospital. I was there for two years, and that’s when I first started doing clinical pharmacological research. After that I went back to Johns Hopkins and started a division of clinical pharmacology.

DK: If you could tell us a bit more about your experience with Beecher, because that sounds very crucial.

LL: Yeah, that’s how I really got into the whole psychopharmacologic area. I was fascinated by the work his group was doing on pain, because it seemed to me to be opening up the whole area of subjective responses, which had been deemed in the past to be beyond the ken of most people. How could you possibly know whether anybody had pain or not? He showed that if you used proper controls you could, in fact, quantify pain by relying on subjective responses, and I think that ultimately led to where we are today, where we had no qualms about trying to measure anxiety or depression, things that are not, quote, objective, unquote. So his interest in subjective responses, plus his interest in controlled trials and placebos, really got me started.

DK: That was pretty moving, wasn’t it, the whole bit about controlled trials, placebos?

LL: Yes, actually, controlled trials had come into view, in modern times, at least, with the trials in the United Kingdom in the 1940s, I remember, on streptomycin and tuberculosis. It was after that that people began to realize that perhaps one needed controls of one sort or another, and one needed randomization, and things that we now accept as routine, which were not at all routine then.

DK: This was about when?

LL: In the 1940s is when it started, and I began in the early 1950s.

DK: So that was less than half a century ago, and things have really changed enormously.

LL: Yes, indeed.

DK: So, after you left Beecher and Mass General, you went back to Hopkins?

LL: I went there and started the division of clinical pharmacology and really spent sixteen years there doing research and training people for careers in clinical pharmacology. From there, I went to the University of Rochester, where I was Chairman of pharmacology and toxicology, but also had a sort of division of clinical pharmacology during the entire fourteen years that I was there.

DK: When you say clinical pharmacology, that in itself was a whole new development, wasn’t it?

LL: Yes, indeed. That description, I think, harks back to probably Harry Gold and the people at Cornell Medical College, who began publishing what they called their Conferences on Therapy. It was there where one began to read about such things as placebos.

DK: So, when you say you were head of the division of clinical pharmacology, were there any other divisions of clinical pharmacology?

LL: When I started, there weren’t, but within the next decade, groups sprang up in Kansas, in Nashville, in San Francisco, and following those, the discipline really got rolling in Europe where the Swedes and the Brits actually have done the best, in my view, in supporting the discipline by having chairs of clinical pharmacology, an infrastructure to support them, which we’ve never really had in this country, which I think is not a credit to us.

DK: Do you have any guesses why they were more successful in doing that than we were?

LL: I think they became convinced that clinical pharmacology was essential. In this country, I would submit that to this day, academia doesn’t consider it essential. Where clinical pharmacology is considered essential, in my view, is within the pharmaceutical industry and the Food and Drug Administration, where it’s the life blood of everything they do; but in academia, for instance, if a charismatic leader in clinical pharmacology retires or goes to another institution, the institution doesn’t act the way it would if their head hematologist left or their head oncologist left. Then they would say, “We must replace this person,” but that isn’t necessarily the attitude in clinical pharmacology.

DK: A throw down to clinical pharmacology. So anyways, you were at Hopkins before you went to Rochester. What was the area of your involvement then?

LL: Well, I started doing research on pain in the early 1950s and I continued to do research on pain through, I would say, 1984, when I left Rochester to become a Dean at Tufts Medical School in Boston. But I also got interested in hypnotic studies, research with the newer psychotherapeutics agents that were coming along, like the major tranquilizers, the major antidepressants. I began to do work on Attention Deficit Disorder and the Hyperkinetic Syndrome in children, studying stimulants in that area. What I’m saying is that I began to broaden out as I became interested in applying the principles of controlled trials in almost any area where they were required.

DK: And, the move to Rochester, was that an amicable move?

LL: Well, when I moved to Rochester, I acquired new responsibilities, because prior to that time I’d never had the responsibility of teaching medical students all of their pharmacology. So that was in a sense a distraction, but on the other hand, an opportunity to bring to the teaching of second year pharmacology what often didn’t happen, which was emphasizing the relevance of animal data, for example, to human experience.

DK: Was that sort of the first time that somebody who was really a clinical pharmacologist became the head of a department of pharmacology?

LL: That’s a good question. It may well have been. I’m trying to think of other situations where that had occurred and I don’t believe it had happened before that, nor has it happened very much since, I might say.

DK: I remember that when I went to Columbia in 1976, that bringing in a Director of a department of clinical pharmacology was scotched by the pharmacology department.

LL: Yeah, and things haven’t gotten any better with the accent these days on molecular biology and cellular biology, so that these days, as you know, it’s hard to tell what basic science department you’re in any more. It’s as if all one needs is an institute of cellular or molecular biology, which makes it even harder to sell the notion that a clinical pharmacologist ought to be head of a department of basic science.

DK: And, at Rochester, you said you got new responsibilities about teaching. What else did you do there?

LL: Well, I continued to train people for careers in clinical pharmacology. It’s been my great pleasure over the years to have had recruits to this discipline from, I don’t know, maybe twenty-five countries around the world. I think we had one of the best groups in the world with regard to training people as generalist clinical pharmacologists. I always thought that it was important for them to be generalists, rather than to be only cardiovascular clinical pharmacologists or only infectious disease clinical pharmacologists, because I thought that any academic medical center really needed generalist clinical pharmacologists, on the one hand, to be the therapeutic conscience in the institution, and, then on the other hand, to give advice about the economics of drug utilization.

DK: That’s something that you considerably got interested in, the economics and the institutionalization of it.

LL: Yes.

DK: Didn’t you start a group at Rochester on that?

LL: Twenty years ago this year, we celebrated the twentieth anniversary of the founding of the Center for the Study of Drug Development, which began with the hope that by acquiring information on drug development and drug regulation, the quality of the national and international debate about drug development and drug regulation would rise from the rather low level of which it existed in the past; wherein the various characters in the drama, sort of most of the time, threw harpoons at one another and criticized one another without really having any factual basis on which to base those criticisms. I would say that over the years we have contributed to raising that debate. We have gotten good data on how much it costs to bring a new chemical entity to the market. We’ve got information on delays in moving from one country to another, and while, Lord knows, we haven’t solved all the problems, I think we have called to the public’s attention the need for doing a better job at bringing new chemical entities to market.

DK: But that put you in something of a critical role in regard to both industry and FDA, though?

LL: Yes, as a matter of fact, Walter Modell, the first editor of Clinical Pharmacology and Therapeutics, and I were the witnesses back in the early 1960s that were really responsible for the ultimate language, some of the ultimate language of the Kefauver-Harris amendments to the Food and Drug Act, specifically that part that talked about the need for adequate and well controlled trials, because prior to that time, we felt that the regulatory system and the drug development system had not really appreciated the progress that had been made in what constituted persuasive evidence with regard to drug efficacy.

DK: So, with that Act, it really changed the whole practice of the pharmaceutical industry. and maybe, in many ways, gave us a lot of contrasts that we wouldn’t have otherwise.

LL: Yes, because prior to that time, legally, the government could only require evidence on safety. In fact, of course, the companies did have some evidence on efficacy, because, otherwise, how could they promote a compound without having some idea about what it was good for? But after 1962, one suddenly had to provide the regulatory agency with really persuasive reproducible data on both safety and efficacy and it revolutionized the whole scene.

DK: Actually, there’s been sort of a swing against that idea recently, hasn’t there? Some more conservative forces have argued that we should just go back to safety.

LL: Yes, I’ve testified before Congress and had the subcommittee chairman ask me, couldn’t we go back to the old days? Couldn’t we really demand data on safety and let the marketplace decide about the rest? I’m not persuaded that the people either want or need that, so I don’t believe we’re going to go back to that point. On the other hand, I must say I spend a lot of my time these days trying to persuade people that controlled trials are the only way to get information that’s reliable about drugs. For example, the naturalistic study of medicines, a term that I have used for some years now, I think is very important as a complement to the clinical trial data, because, as you know, the clinical trial situation is really a hothouse atmosphere, because you have relatively skilled physicians dealing with rather circumscribed populations that don’t have multiple diseases, aren’t taking multiple drugs and, then, the drug is marketed and everything changes. You have physicians of varying degrees of experience treating patients with multiple diseases and multiple drugs and the situation might well be expected to be quite different after registration and before registration. For instance, only by doing pharmacoepidemiologic studies do you find out, for example, that a drug that looked terrific in the controlled trial arena in fact isn’t terrific, because patients won’t take the medication.

One of the fathers of the controlled trial was A. Bradford Hill, who was the statistician in Britain and was involved in those first streptomycin studies, and, he, thirty years ago, in the Heberden oration given in Britain, pointed out that we still don’t tell the doctor what the doctor wants to know about a drug. That is, who is it good for? Is it better for Mr. Jones to have this drug or the one that’s already been on the market, or how do you pick the best drug for Ms. Smith in advance of trial and error? We’re spending very little energy today, as he was criticizing us for doing back thirty years ago, on what one might call the fine tuning of drug prescribing, where you don’t treat people as if they’re average people, because nobody is an average person, but you individualize a treatment. I would say that that represents one of the great challenges still remaining before us.

DK: So Bradford Hill had a big impact on you?

LL: Oh yes, he and Harry Beecher were the two people that, I think, had the greatest impact on me, because Bradford Hill was a statistician who talked in a way that non-statisticians could understand.

DK: What an angel!

LL: Yes.

DK: In terms of your own  contributions to the field, do you have any favorites?

LL: Well, I’d say the work we did, reminding people of the importance of the placebo phenomenon is something that I’m pleased with, and I’m pleased with our contribution to analgesic methodology because that required some doing after Beecher had started the field. I’m proud of the fact that we, like others, contributed to a destruction of the old concept that the morphine molecule was sacrosanct and you couldn’t diddle with it, because you’d lose all activity; and by controlled trials, just plain experience, it was demonstrated that that theory wasn’t correct. You could chew away at the molecule and, not only not lose activity, but actually sometimes have more potent chemicals. I guess that, plus two other things I would add: one is, selling the notion of controlled trials, and then, setting up a unique center to study drug development and drug regulation.

DK: That really is unique. I mean, has anyone else?

LL: Well, there’s a Centre for Medicines Research in Britain, a man named Stuart Walker had started after we did, and that’s quite successful. And, then, there’s very recently been a new group started by Dr. Peck, who used to be at the Food and Drug Administration, at Washington University, but that’s it.

DK: In terms of your own professional career, after Rochester, I think you wanted to become, I think, a Dean?

LL: Well, I found myself, after ten years of being a department chairman, being more or less persuaded that I had done about as much good or as much harm as I could do to that department, and I was getting bored with it and thought, well, what else could I do? I also had resigned my Chair after ten years but stayed on in the department, and I realized after awhile that that was big mistake, because the department was torn apart by loyalties to me, and loyalties to the new man, and I realized that having been a Chair, being retired, you really should get off the premises and Rochester wasn’t clever enough to figure out something for me to do outside of the department. So I began to look for other things to do and also was attracted to the New England area, because most of my children lived in one of the states of New England; and I thought, well, somebody’s got to do the Deaning in this world, and maybe it’s what we do to pay back to science and society all the wonderful things we were able to do before we became a Dean.

DK: The Dean’s job sounds worse than a Chairman’s job nowadays.

LL: Well, I, fortunately, am not the real Dean, who is the Dean of the Medical School. I’m the Dean for Academic Affairs and the Dean for Scientific Affairs, which more or less makes me a minister without portfolio, and then, I’m the Dean of the Graduate School and all of those jobs are really a piece of cake compared to the Dean of the Medical School, who has unbelievable pressures on him. When I first went to Hopkins in the early 1950s, the Dean was also the Chairman of Physiology, because the Dean in those days had little to do besides recruit a new set of students who were entering class in September and deal with the curriculum. One year they would take a little free time from them and the next year they’d give them back the free time and there was none of this outreach to the community and dealing with affiliated hospitals and so forth. Today, I would say that the medical school deans in this country are probably the most underpaid professionals going.

DK: So, basically, you’re pretty happy with the way things turned out for you?

LL: Yes, I’ve had a wonderful time. Sometimes students would come up to me and ask, would you do it all over again, and I say, in a minute, except that, of course, one couldn’t do what I did over again today, because the scenario is so different. So many things have changed. I still believe that clinical pharmacology, in general, can be a very satisfying way of conducting a medical life, so I don’t discourage people from entering the field. It’s just that they have to face up to the fact that, in contrast to my early years when money was almost too easy to come by, now it’s getting increasingly difficult to come by and the world is just tougher and harder in many ways.

DK: Do you have any feelings, given the tremendous advances in terms of molecular and sub-synaptic in pharmacology, that it’s not what you were doing, in terms of clinical pharmacology?

LL: Well, I find myself very ambivalent about this cellular and molecular biology revolution. I continue to feel that we’re more clever at identifying receptors, or at least sites where drugs attach, than we are in translating that into something that’s clinically relevant. I hope we’re not seduced away from empirical clinical evaluation of drugs, because as I said before, the theories about the morphine molecule turned out to be wrong in practice, and I believe that our notions, for example, about needing clean drugs that only attach to one receptor may not be valid at all. I don’t want us to discourage cellular and molecular biological research, but I do believe that whatever we put into perspective and people ought to be, at least, more humble about it for the moment until we find out that combinatorial chemistry and all the other goodies that should be very helpful are shown to be helpful in practice. Thus far, I would say that the promise has not been met by the achievements.

DK: Do you have any ideas about the next five or ten years, what’s likely to happen?

LL: Well, I think it’s going to be a tough decade. As far as the pharmaceutical industry is concerned, they’re faced with the need to come up with new drugs that are, if not breakthrough drugs, at least advances in some way over what’s already available or the Health Maintenance Organizations (HMOs) and hospital pharmacology committees will not pay for them. The process of drug development continues to be excessively lengthy, ten to twelve years from discovery to marketing. It’s getting more and more expensive to bring a new chemical onto the market, because you have all these dry holes that you dig, as well as the occasional gusher, and then you have what they call the cost of money, that is, what you could have been earning with your money if you’d invested in something giving you eight or nine percent interest. So, here, we have a lot of unmet challenges in medicine among the sick and a prospect of a lot of hostile factors that are going to make it hard to come up with drugs to meet those challenges. I don’t think that means we should give up, but I think we do have to take a hard look at some of the axioms that one hears these days, like fourteen percent of our GNP is all that we can give to health. Well, I don’t know that it’s all that we can give to health, or that the drug bill is too high, for example. I’m not sure that those experiments that have been tried in other countries that try to cut down on drug costs have necessarily cut down on health care costs. So I see a difficult and tricky decade ahead, which I hope we’ll continue to see the survival of the pharmaceutical industry and the survival of the research enterprise of America, which is one of the glories of the planet.

DK: I’m not sure of that one. Thank you very much, Lou

LL: Thank you.

* Louis Lasagna was born in New York City, New York in 1923 and received his MD from Columbia University in 1947. After training at Maimonides Hospital in internal medicine, he accepted a staff appointment in pharmacology at Johns Hopkins University in 1950, founding the clinical pharmacology program there several years later. In 1970 he became chairman of the pharmacology department at the University of Rochester, and in 1984 Dean of the Sackler School of Graduate Biomedical Sciences at Tufts University, serving simultaneously as professor of psychiatry and of pharmacology. He died in 2003.





