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PAUL LEBER

Interviewed by Thomas A. Ban

Acapulco, Mexico, December 15, 1999

TB: This will be an interview with Dr. Paul Leber( for the Archives of the American College of Neuropsychopharmacology. It is December 1999; we are at the annual meeting of the College in Acapulco, Mexico. I am Thomas Ban. Could you start with by telling us about your background and education?

PL: I'm the son of a physician, and I think it was understood from the time I was very young that the only sensible career was probably one in medicine. I toyed with other ideas but basically, I think the long-standing parental model held and before I knew it, I was a physician.

TB: That was when?

PL: I graduated in 1963 from NYU School of Medicine, but I was ambivalent even then about what I wanted to do. I thought about it because I had taken what was the forerunner of MD, PhD. programs.  I had a medical sciences degree and during that period, approximately two and a half years, I spent in the lab basically looking at the biochemistry of myosin ATPase. And that, I say, represents my ambivalence. I already had been on the wards at Bellevue and found the clinical care of patients in a charity hospital not at all that I had thought it would be. Having seen medicine through the eyes of my father, who was a practicing physician --if you'll recall the book, The Last Angry Man by Green, describing the life of a practitioner-- it was not what I saw in the wards of a big city hospital and I decided that there might be other ways to make use of my background.

At that time, Lew Thomas, who was the Chair of Medicine at NYU, had started something called the Honors Program that was an attempt to get young medical students who might otherwise have gone directly into clinical practice, into the medical sciences.  This was in the post-Sputnik era where there was great interest in developing research capability in all areas and it was fairly easy to get grant money from the Federal government. I think that stimulated the general belief that anyone going into practice was probably foolish, that the real career in medicine wasn't to become a clinician but become an investigator.  I think that to some extent, I got caught up in that role model there and that's how I shifted away from the idea of being a physician.  It was the first time I'd probably thought about what the distinction meant between the role of a physician and an investigator. I think there was still a bit of a sense in me that physicians were different and special, as they were at least in my father's eyes.  He probably struggled a lot harder than I did to get things in his life.  But some of the bloom was off the rose by the late 1950s or early ‘60s, and I think the feeling was that just being a clinician wasn't all that unique or different.  The feeling was that we were science and medicine and solving mankind's ills through chemistry was somewhat appealing to me.  So I ended up, again finding myself half a biochemist and half of a fledgling physician advised by most of the people, who knew me at the time, to get a very strong clinical background.

TB: Where did you do your internship?

PL: I interned at Johns Hopkins in Baltimore.  Spent a year there and I usually say that I still owe them for that year, during which we took calls on rotation arduously when we were on the ward. I came back for a year of residency in medicine at Bellevue and by then, I was pretty much sure that the actual delivery of healthcare at that level wasn't what I wanted, and I went into pathology.  Pathology at that time was the kind of place where people who couldn't actually relate to patients went. It was a way to do the basic science of medicine without having the demands of patient care. And patient care in the charity hospital system, if you really want to do it well, was a full-time activity.  It was the actual care of patients plus rounds-man-ship that meant you devoted your life to doing it unless you became an academician and did research. And to many of my friends, it seemed more reasonable to do it in an area where you could regulate your university academic responsibilities, as you could in pathology. Basically, the basic science you ended up doing was the same, at least so I thought early in my career.  It turned out later that I recognized the control was very much in the hands of the clinicians and not pathologists.  And one of the reasons I eventually, I think, switched fields is that I really didn't want to work for other physicians, a strange comment. But at the time, Pathology offered a lot of advantages. I didn't want to quite give up medicine but I wanted to take advantage of what I had learned before and pathology seemed a reasonable compromise. It's true, pathologists are somewhat isolated but in the American set-up being a clinical pathologist afforded you some contact with other physicians that at one time was seen by me as a great advantage.  Subsequently, having worked for surgeons and others, I adopted a view that pathologists were the physicians' physicians.  Unfortunately they are in the sense that a valet is a gentleman's gentleman.  So there was a fair amount of service to other people and not so much control.   And I started to drift towards psychiatry. 

In about 1969, I went to State University of New York at Buffalo following actually Bob McCluskey, the guy that I had worked under as Chief Resident of Pathology, who to Buffalo and became Chairman of the Department of Pathology of the University Hospital. I went to Buffalo ias the person who was going to coordinate the courses for the second year students in both medicine and dental school while doing also some work in the laboratory. While my major academic responsibilities were not in the clinic or even in the path lab but running the courses I found that we were having a lot of difficulty with students. This was the time when they were trying to increase the number of students being graduated from medical schools.  There were many programs to bring disadvantaged students into the University, and the school was not doing all-that well. And one of the missions obviously, of the pathology department, which was sort of the introduction to medicine, was to improve the school's Board scores.  I got involved in this, and we managed to improve the scores but we still had a block of students that were doing very badly.  And I have to say in dealing with them on the faculty at Buffalo and discussing problem students that we were ordered to pass to the next year, I became impressed with my ability of handling them as well as anybody else. This was one of the factors that contributed to my drifting from pathology to psychiatry. Added to that was the fact that I'm married to a clinical psychologist.

TB: So, you are married to a psychologist? 

PL: She was sort of analytically style trained, and I always had what I thought was common sense about things in psychiatry. But in any case, it was probably a lingering idea to become a psychiatrist.   Anyway, McCluskey left Buffalo in 1971. He went to Harvard and assumed the Chair of the Department of Pathology of Children's Hospital there. Although I had no interest in pediatrics per se, it seemed appropriate, when offered a job, to accept at ‘America's best medical school.’ My life was pretty pleasant in Buffalo.  I had a lab.  I had my teaching that I liked.  I was doing renal pathology in those days that was the area I had moved into.  But there were also some hindrances as for example the horrible winters. Anyway, for whatever reason, I ended up on the faculty at Harvard Medical School in the Department of Pathology. But after three years of working for surgeons and working in basically a position where I didn't quite fit in the system, I had become fairly disillusioned with what was going on in pathology and discovered that I really didn't like it at all, and began to think what else I might do.  We always joke about people having midlife crises. I guess I changed careers, and I think my experience in Buffalo plus exposure to my wife, got me interested in what was going on in psychiatry.

TB: So, you decided to do a residency in psychiatry.
PL: By that time my experience in pathology and my understanding of some reductionistic explanations in medicine made me increasingly cynical about what objective medicine could offer.  I think by then I was convinced that much of medicine was practiced on the basis of old wives tales, told from one clinician to the next.  A lot of what we did was what we did because our professors did it.  Pathology, like Psychiatry, shares a diagnostic system that is taxonomic, authoritarian and passed down on the basis of convention rather than real understanding. And even though I didn't realize all of that, I saw Pathology as a discipline that had reached its peak in the 19th century, in histological pathology and I wasn't really that satisfied with that.  Anyway, whatever the real reasons are, I decided, with my wife's acceptance of this, perhaps she could have saved me and I would have never been a psychiatrist, to retrain.  And that was in about 1974.

TB: Where did you do your residency?

PL: Where I landed up doing my training was probably just chance.  I began to look at opportunities but I had been through enough residencies in internal medicine and pathology, to be a connoisseur of what one really needs. I recognized that simply being on call all-night and having a very tight schedule, just makes you very tired and don’t teach you much. So, I ended up at the New York Hospital, Cornell, in the Westchester Division which is one of those hospitals, all very much alike, built at a certain period of time in the United States. They have large, pleasant campuses that remind you of something between a country club and a private school.  They really were built at a time when psychiatry was seen as an asylum for those who could afford it to remove themselves from the Sturm and Drang of everyday life into a commune with squirrels and nature to take a rest cure modified by changes in fashion, offering water or hydrotherapy or whatever the fashion was of the time. But basically they were asylums in the sense of gloom and doom.  And this particular hospital in Westchester had, at that time, perhaps 240 acres. It was very attractive and had the added advantage, since I came with children and a wife, that it would give me a house on the grounds.  I didn't get much salary but basically I could afford to retrain from what I got, and that probably determined where I went as much as anything else.  I didn't necessarily want to go to a place that was a big city hospital again. So I ended up in Westchester at the time when it was undergoing a transition.  It was an eclectic background that I got at Cornell. In fact, it surprisingly had gone through a period where it had supported almost anything but analytical views. One of the people who was at Westchester before I came, but had already left by the time I got there, was Paul McHugh, who was an advocate of the phenomenological school that was competing with the analytical. These were the dying days of psychoanalysis although it would have been hard to say at that time that psychoanalysis was dying. But eventually it happened at Cornell.  In any case, I was hired by a group of eclecticists who were still there after McHugh had left. But then at about the very same time Bob Michaels brought the remnants of the Columbia Psychoanalytic School faculty to Cornell. So it was a very strange time.  We had on the faculty people who basically ascribed to Jasperian phenomenology mixed in with people who were card-carrying doctrinaire analysts. It was so a fascinating time.We had the psychoanalytic faculty coming in who wanted people who got directly into psychiatric internships without probably ever taken care of a patient, So, we had people coming in without any background in medicine mixed with a lot of older people among the residents who, like myself, had come from other fields and decided that a more holistic view of mankind was worthwhile, and were re-training. Then Otto Kernberg came.

TB: When did he come?

PL: He came towards the end of my last year.  I did my whole psychiatric training there, three years.  But by the time I completed my training I was totally disillusioned with psychiatry.  I had dealt with a number of the prominent people in analytical psychiatry.  Their methodology always left me somewhat aghast.  They would say let me have two TATs and a Rorschach, and I'll tell you whether a patient is schizophrenic.  Now when everybody knows that patient is schizophrenic on the basis of some common conventional code it's fine but when you have somebody who is a little peculiar and they decide on the basis of some response to a questionable test, I was somewhat offended by it.  And by then, I was finished with the whole concept of the psychoanalytical model and was much more interested in biological psychiatry. It had nothing to do with the place. The place wasn't biologically oriented at all. The one unique thing that the training program had offered was the remnant of McHugh’s influence.  They spent an awful lot of time talking about the phenomenon.  For me the most useful part of the training was sitting around in a room with my colleagues, looking and talking to patients, watching their behavior and then afterwards, discussing what we saw. If there was any group that was against explaining what they saw, it was the group of phenomenologists. They simply wanted to describe what they saw. So that was very useful. But all what the analysts were interested in was to get us into analysis.

TB: Did they get you into analysis?

PL: I spent some time doing analytical training, and if anything, it embittered me. Well, the first thing they said to you when you didn't do something they liked was that you have counter-transference. I once pointed out to one of the professors that he had himself a counter-transference reaction directed at me.  Now, of course, psychoanalysis wasn't so dominant in the program that they could order you to go into analysis but if you disagreed with them they tried to make you feel that something was obviously wrong with you. It was a kind of catch 22. And it was difficult to deal with them because they still had some power. What they did convinced me that I needed to get back to a real hospital.

TB: So, you wanted to get back to work in a real hospital.

PL: I was interested in liaison psychiatry because it, again, was a way to make use of my background. I still liked many aspects of medicine.  So I ended up trying to get a job in liaison psychiatry. There were some openings available but not in locations I wanted to move. So, I went to Bellevue.  It was the one place where I still had many people that I knew quite well in the departments of medicine, physiology and pathology because I had been there for some 13 years on and off. It was like going home.

TB: Could you tell us something about Bellevue Hospital at that time?

PL: All right.  I can elaborate a little bit about Bellevue Hospital Psychiatric Service at the time.  I actually had been there twice.  In 1965 when I was a resident in medicine, I spent some time in psychiatry there on a rotation. This was before the Health and Hospital Corporation took over the city hospital system.  At that time, the Bellevue Psychiatric Hospital, which had a physical bed census of 430, used to run in-house, at any given time, perhaps 600 to 650 patients. If you walked through the wards at night on the upper floors where the acutely psychotic and seriously ill patients were housed, you saw mattresses spread along the floor because the hospital just did not have enough beds. The psychiatrists could not serve the large mass of patients who flowed through Bellevue because the hospital was the last resort for almost everybody from everywhere. When a major New York hospital, like Columbia or Cornell, refused to admit someone, the patient was brought to Bellevue. If there was any hint that the patient might not be a medical patient, and patients often were not, they were sent up to the psychiatric hospital where they had sort of a prima facie evaluation but little else. A lot of people were misdiagnosed for psychiatric patients who weren't, and you actually did some good by correcting the diagnosis.  Well there are many interesting internal old Bellevue stories some of them probably apocryphal more than real but basically there was always a struggle because of the enormous load, beyond everyone's capacity to cope with. Things were somewhat improved when I came back in 1977.  After the Health and Hospital Corporation took the hospital over they were trying to put caps on the size of the wards but clearly, they would still have overflow. And there was just not sufficient support. We didn't have a psychiatric nurse on our ward.  The ward originally had a U-shape, and we were supposed to have two nursing stations, one facing down each arm.  Because we didn't have staff, we could not have aides, so they closed one of the nursing stations.  That meant that one arm of the U was basically unsupervised bedlam where assaults and various other things took place.  I once went to the Medical Director of the hospital to complain after a particularly difficult morning where there had been a fight in the dining room and some of he inmates had broken off bits of the edges of the tables, and carving on the tables knife-like devices. The Medical Director said well, Paul, you really should be concerned because you are responsible.

TB: What kind of patients did you see at Bellevue?

PL: Well when I was there in '65 as a medical resident, I would say that the vast majority of patients admitted to the hospital were classified as schizophrenic.  But, at that time, American psychiatry was in the bloom of its analytical mode.  Diagnosis was dimensional and based more on somebody's feelings of what a patient had. So all chronic patients were just immediately called schizophrenic. We didn't have time to do a mental status. We were just overwhelmed by very bizarre presentations, some of which were medical and some of which weren't.  Things had changed a bit by '77 because the analytical movement was losing grounds.

TB: Were you aware that DSM-III was just around the corner at that time?

PL: Oh sure. We knew that DSM-III was coming already when I was in Westchester.

TB: You started to tell us that most patients at Bellevue were diagnosed as schizophrenics. What about affective disorder?

PL: We had no patients diagnosed with affective disorder. We got the patient from the New York bus terminal, the ones who were found wandering, who were bizarre. We got the homeless, those with chronic brain disease, people who were disadvantaged. We didn’t get a representation of the psychiatric population.  If you got to Bellevue, the only one drug you could get there was Thorazine (chlorpromazine).  It was usually delivered IM in large doses so that people would be knocked out. I didn't have myself a great knowledge or experience with drugs. I had been brought up on homeopathic doses of haloperidol in the Westchester division where the last thing they wanted you to do was medicate someone.  As a matter of fact the phenomenologists were treating their patients with barbiturates for a few days to see whether or not the psychotic process would disappear, so that we might see the underlying personality.

TB: So the situation at Bellevue in those years was pretty bad.

PB: Yes, and after spending almost a year at Bellevue, I decided that I'd had it.  Dealing with the frustrations of a city hospital system, living in Westchester and having a small part-time practice in midtown was really just not what I had retrained to do.  Liaison was an area in which most of the people wanted to get Fellows to do the work but it wasn’t an easy and sure way to establish yourself. In fact, you often ended up in a consultative rather than a truly liaison system. And just at the time I was wondering about what I should do I learned about a possible job with the FDA. The FDA was at the time a place that people with the exception of those who worked there, knew little about. It's an organization, that at least until the time of David Kessler, operated more behind the scenes than in front.  And I came down to Washington in 1977 to look at the job.

TB: What made you decide to take the job with FDA?

PL: As I had said earlier, the FDA was as much an unknown agency to me, as to anyone else. I came to the FDA not because I had a cause, but because it seemed to be a good place to make use of my background.  It was a place for someone who knew something about medicine, pathology and psychiatry. I felt in a way that would allow me, in midlife, to do something that was constructive and useful.  And I have to say the FDA has been a career for me.  I've been there 16 years.  It is probably the place where I've learned most and felt I was doing the most. I know now very clearly, how little one really can do within a relatively weak mandate that it has.

TB: So, your motivation was to do something constructive and useful.

PL: I think motivation is complex and it isn’t, what caused me to go to the FDA, but, .what I did once I got there, which I think is important.  I went into a job that I suppose some could have treated as a 9 to 5 job, doing the reviews and leave.  I work 60 to 70 hours a week.  I like what I do.  I find the area I’m working in fascinating. I'm involved in it because I see it as a microcosm of our society where I can make something happen that's good, do the right thing.  I'm imperiled to do the right thing. And what I can add is that in doing the right thing one has to be as an umpire, who is never that popular because when he makes his calls, he is always offending someone.  I must have been the subject of several editorials in the Wall Street Journal of not caring about patients and of being the industry's boy. But I know that I care about the patients by carrying out my job under our law that even if in a somewhat paternalistic way wants to make certain that the drugs are reasonably safe when used under the conditions they are recommended. But what I like about the agency is that it’s a place that tries to do the right thing, with a fairly clear set of directions. My response to the libertarian argument to let the marketplace to find out whether a drug is safe, and tort liability to handle it, is that our society hasn't agreed on that compromise and congress is free to change our laws anytime it wants to do it.  Personally, I think it would be a mistake. I actually think it's a very good idea to have rules of pre-market clearance that establishes that a drug is not excessively dangerous, that it probably has a reasonable risk benefit ratio, and so on. It's intervention of government but that's the nature of our existing laws.  It's easier for me to enforce it because I believe in it.  It doesn't mean that I don't have moments of tension where I see where the law doesn't exactly fit.

TB: Can you give any example when the law doesn’t exactly fit?

PL: If we have to tell some patient with advanced ALS, look, we're concerned allowing you to have access to this experimental drug for which we have no evidence of effectiveness.

TB: I suppose the same applies to AIDS?

PL: When I came to the agency, AIDS was just about beginning to be identified as a distinct syndrome.

TB: Before moving any further, could you tell us what the mandate of the FDA is?

PL:  If you look back over the last 100 years you see a pathway to produce a government that is protective against the forces that may take advantage of the consumer and get the government to step in and do something. It’s related to the philosophy that government has to protect the citizen from situations that are beyond the citizen's control. It’s a kind of delegated narcissism, that the government can do more than actually it can.  Congress is always passing a new law that adds greater protection.  To a certain extent protection, because of the way it's sold, looms larger and seems to have more power than it actually has. The task is to make sure that all drugs are safe and effective for use.  But what does that really mean?  No drug is safe and no drug is fully effective.  People want things that they haven't thought through carefully. So we talk about offering protections without knowing all that is involved. But there certainly has been a trend in this country to produce a society where individuals are protected from the unlimited power of certain groups or institutions. And no doubt it’s the role of the government to do that. So, more and more powers were given but also more and more demands were placed upon the agency to help ensure the safety of the consumer, at least in terms of the products that society allows to be marked as food, drugs and cosmetics.  Now whether or not the agency can cope with the task given considering the number of products out there and given the number of opportunities for things to go wrong, even if one is careful, is another matter. You see many things can go wrong with a drug even if you do a wonderful job. And we have a public that is inflamed if anything goes wrong. They are good news stories regardless whether they have any basis. And we have a public that is inflamed by theses stories.

TB: Could you say something about what you have been doing since you joined the Agency?

PB: I came in 1978 and I was assigned just a medical officer.  Within a year, I became a group leader.  Actually, I became a group leader because I was thinking about leaving.  It was kind of boring what I was doing and the then head of the department said look, you're bored by the job, tell you what, why don't you become a group leader and try to do something to make it better.  And I was involved with antipsychotics and anxiolytics, and somebody else had antidepressants.  I wasn't even involved with hypnotics. We also had Tom Hayes, who wasn't a psychiatrist; he was in neuropathology. We may have had one other psychiatrist in the unit. And I began looking at trial designs, and it became fairly obvious to me that one can’t conclude anything from trials that fail to show a difference.  Bob Temple was making a similar point, and we thought that if we were going to make a judgment whether a drug worked, we ought to make it on the basis of the difference from something because finding similarities prove little.  This didn't come from me.  It came from Modell who had taught it in pharmacology in the 1940s and 50's before we had efficacy requirements. They said, look, you shouldn’t conclude anything about a clinical trial unless you have the ability to discriminate the active substance from the inert one.  That's absolutely the basis of the argument.  So I found myself in the position where I could start imposing that the law says that one has to be able to conclude that the drug is effective and that one is not supposed to conclude that on the basis of evidence that is ambiguous. It was the need to provide evidence that lead to the use placebo in clinical trials. Then, by 1985, we developed a new trial design that lead to greater flexibility. That document pretty much summarizes what I think were my contribution in the area of designing clinical trials.

TB: So, by 1985 a new trial design was developed that lead to greater flexibility.

PL: At that point, we got caught up in AIDS and the desire to have early access to treatment became dominant and that undermined our ability of find critical evidence of a difference for a new treatment. We ran into this issue a couple of years ago with a football player for the Jets, Dennis Byrd, who was injured in a Sunday game at Giants Stadium. He was quadriplegic after the accident and ended up getting a drug product made by FIDIA, one of the gangliosides. He could get it because at that time it happened that we had something equivalent to a compassion protocol that allowed the use of a drug before its effectiveness is conclusively proven. And while the Dennis Byrd case was going on we had a randomized controlled trial that involved randomization of people with spinal cord trauma. Now Dennis Byrd happened to do fairly well, whether because of the steroids he got, the ganglioside or simply by chance I'll never know. But the mere knowledge that this guy had access directly to that drug without running the gauntlet of randomization, created a humane cry that threatened the investigators doing the trial. I got some of the most compelling letters I've ever seen saying, how could my child be forced to go through randomization when this guy with connections didn’t have to. Well a lot of the diseases that we are dealing with not so much in psychiatry but in neurology have no effective treatments and as a result people with those diseases say well, what have I got to lose given the active substance; I have the right to ask for whatever it is; it’s my life. They say I want the new drug now; how dare you stand in my way. And with this kind of arguments the issue of autonomy that dominates thinking about ethics in medicine today becomes a central issue. Now all this sounds very grandiose because if it's your child is in pain you want to get access to the medication without randomization.

TB: How does the agency handles the requests?

PL: What people really want is access to a drug and what the Agency decided that everyone should at least have equal access by randomization; 50% probability of being exposed is better than none.

TB: Are you in a decision making position?

PL: I'm only a small cog in a very, very large institution that is making decisions with several tiers of supervision and safety nets and the like.  I may offer an opinion, but my opinion isn't necessarily taken.  Actually, most of these drugs that I'm accused of approving against the interest of the public I don't even approve.  All I do is forward a set of recommendations offering my view about whether or not the evidence presented was gained from sources that nominally look OK and whether or not our review supports it.  I usually try to defend what we do, not because I believe that I need to defend it but because I think the institution has to be able to explain why it took a particular position.

TB:  What is the most common accusation?

PL: The most common thing that is said about the people in the FDA is that they're in a poorly paying job and after they work there a few years they get bought by the industry and move over to, well paid jobs. But whom are they talking about?  Well.  Name one? Supposedly, there is a string of people from the FDA, who supposedly moved over to industry and then spend, their time helping the industry prepare their drug applications.  I'm sure that every institution has its ogres and has its angels.  I'm sure that there are a great variety of individuals.  The vast majority of people who work in my unit haven't gone anywhere.  They are still there.  I'm there 16 years.  The head of the neurology group is there 11 years.  The head of the psychotropic group is there 11 years.  They are the people who're making the major policy decisions.  The only ones I know about, by the way, who went to industry in high paying jobs recently, in our area, were lawyers.  They go to industry.  They go and work for other corporations, but they were never involved in deciding whether drugs worked or not.

TB: Let me ask you what do you think of the common complaints that complying with all regulations interferes with work?

PL: It comes down to people on the clinical side saying well we've got to go through all these good clinical practice procedures now and spend so much time  filling out papers that we don't have the time to look and listen to our patient to make those key discoveries that were made through close observation of patients.  And people within the industry are saying that I used to work on the bench but now with this good laboratory practice procedures I've become a manager who's trying to ensure that every piece of paper gets saved so that we can pile up all these papers onto huge trucks which go off to the FDA and all of this is getting in the way of being able to create and design.  I don't believe in any of this. The idea that the physician looks at the patient and says, aha, this is a new syndrome, I don't believe.  I think a lot of this is political polemics.  There's no doubt there is plenty wrong with regulation.  It's like Churchill's line about democracy.  It's a lousy form of government but there's no better.

TB: One of the drugs in psychiatry that was affected by regulations was clozapine. I know that you had been involved in the clozapine story.  Could you comment on that?

PL: Clozapine is a good example of a drug that astute clinicians recognized that it might be different than other drugs.  The problem was that until there was evidence given that it was different there was little one could do about it.  And had it been a drug that hadn't been associated with agranulocytosis, probably it would have been approved and no one would have had any knowledge about whether it really was better than any of the other drugs, except by word of mouth. Because of the high risk of giving clozapine it was necessary to show that the drug might have some advantages over other neuroleptics.  This led to the demonstration that it was an effective treatment in patients non-responsive to high doses of haloperidol, and that was actually to the advantage of the company that was manufacturing the drug. I don't know how good really clozapine is because all I know now is the testimony of people who apparently never before were able to function in the community and now are able to do. But at least we have some basis now to believe those stories are true on the basis of the evidence that came from a controlled trial. I wish there were ways to get long-term outcomes to know if the findings of that study are really true. At the time when the clozapine patient managing system was put in place, I don't think it was our intent any way to restrain trade.  It was simply a way to ensure that there would be no patient treated without monitoring leukocyte counts. We were very concerned that we might have one of those public health disasters. It ended up that several people interpreted it as an attempt to restrain trade, and we had other parts of our own government examining it. Eventually the Federal Trade Commission, I believe, impelled Sandoz to adopt a more open system of distribution. The more I think on the clozapine issue the more it seems that it had created a new treatment resistant inpatient category.

TB: Are you saying that clozapine created a new diagnostic subcategory used as an indication by the industry?

PL: Absolutely. No doubt we may have created an indication that doesn't exist.  I don't feel all that badly, however, because a good part of psychiatric diagnosis, we all know, is nothing more than people agreeing that they will call the dough of nature what they want to call it.  I'm still trying to find out who said that a good part of psychiatric diagnosis is taking a cookie cutter to the dough of nature.

TB: I don't know.  I haven't heard that one.  Some believe that the aim of diagnosis is to carve nature at it joints.

PL: I think that we may have created a subgroup that is nothing more than the tail of distribution.  It may not be constant.  I have no idea whether it breeds truth, but it was created by our attempt to balance benefit and risk. It may turn out that what we did was not a wise thing to do, but I think given the information we had at the time, it was a responsible thing to do.  That doesn't mean that other people could not have done it differently. There is always more than one way of doing things.  We try to find the right way, and anyone who disagrees has a variety of ways to disagree with our way. We're obviously working in a world where there's absolutely no certainty.  You're always making some kind of judgment, you're always trying to find a way to accommodate a variety of forces, a variety of beliefs, and you are always trying to do the right thing to work within the restraints of the law in the time you live in. And I'm sure that you cannot possibly satisfy everybody. Clearly, the aims of every industrial developer of a drug are not the same as of the patients who would like to have a perfect medicine, at a low price available instantaneously.  They are incompatible goals.  It is probably not possible to have drugs that are reasonably safe, adequately labeled, unlike to cause harm, at least in excess, without having regulatory controls.

TB: What do you think about current attempts of having quality of life as an acceptable measure of outcome?

PL: Well, quality of life, I've always thought, is a grandiose, sweeping statement.  We're all interested in things like beauty and truth.  We all demand it.  The problem is we don't all know it when we see it.  I think quality of life is a very valuable goal.  The problem is that I'm not sure you can measure it when you're talking about a particular disease entity.  You certainly would like to have measures of global outcomes and general benefits or something of that sort.  The problem is when you call it quality of life.  A lot of the quality of life rating assessments, as I understand it, were developed first by social health planners who were working across a spectrum of illnesses and disabilities with the objective to decide where to put societal funds and energies.  I guess if you want to compare the disability of prostatism with that of breast cancer, with that of chronic schizophrenia, having some measure that is not disease specific it makes some sense.  From the standpoint of regulators who are interested in whether or not the drug is effective for a particular disease, quality of life measures are more questionable. It would be more relevant to get something in terms of the impairments and disabilities associated with that particular disease entity.  I wouldn't call it quality of life.  I would go out and find what it is in that entity. I guess I'm a little bit concerned of anything that's too global, sweeping and grandiose a statement that is on everyone's lips.  It's a good way for third party payers to be snookered into paying for more expensive drugs.  But it's very hard to know how one weighs the various elements that go into quality of life; they may include rating assessment on anything from how much one enjoys leisure time activities, to whether or not one has adequate housing.  I think we are better off using measures of the pathologies, disabilities and impairments that we are dealing with than quality of life measures.

TB: Regardless of the end-points used, if I understood you correctly, you are for randomized clinical trials.

PL: I often wonder how anyone can adjust without a randomized controlled trial for the fundamental differences that could arise in outcome research between the reason people are treated with the drug and the disease they have and the nature of the drug treatment they receive. I guess I'm an old stick in the mud, I like randomization and randomized control trials, not because I believe that randomization solves all evils, it just minimizes the biases we don't know about. Short of randomization, I don't know how anyone guarantees the differences seen are due to the nominal application of this one thing you're interested in.

TB: What are your thoughts about the need for comparative studies?

PL: I'm always afraid of comparison.  I mean how to compare new drug products I think is one of the biggest problems we face today in the wars that are going on cost benefit and cost effectiveness. In some ways a new drug starts with a handicap and not only because the developing of a new drug is more expensive in 1990 than it was in 1980. How do you get on the market and recover your costs in a contracted world? You have to say you're better than somebody else.  What makes you better?  Well are you better than every product in the armamentarium or better only than some?  What are you better for?  What are the dimensions on which you make comparisons?  There are literally an infinite number of ways you can compare drug products.  You might compare the quality of effects, their intensity, their times of onset, or their duration.  How do you pick which of those dimensions you're going to look at?  Well the clever marketer of a drug identifies an area where the market would stand improvement and shows that his drug is better than drug X.  So in case of an antipsychotic he might compares the effect of the mew drug in producing EPS than haloperidol that has a probably well deserved reputation for causing a lot of EPS.  Is it fair, therefore, to conclude that the new drug is better than antipsychotics in general because it beat haloperidol in producing EPS? How do you know what an equally effective dose of two neuroleptics is?  Somebody says 10 mg of Haldol is worth of 6 mg of risperidone whereas someone else would say 20 mg Haldol is worth 6 mg of risperidone. And probably the biggest problem is that very often people will pick the conditions of comparisons to suit their goals, and we, as regulators, are going to get involved in this kind of problem. One just has to be very careful that the comparisons are fair

TB: What are your thoughts about the use of fixed or flexible doses in clinical drug trials?

PL: You'd probably want a fixed dose but these days fixed dose is coming into a lot of criticism and with good reasons.

TB: What are your thoughts about sample sizes, the need for large sample sizes?

PL: They are certainly going to be necessary, but the methodology for doing them fairly in a way that gives you information that doesn't mislead you is going to be tough, and I don't think we've worked it out yet.  Well the basic problem is that we don't know the etiology and pathogenesis of most of the phenomenon that are subsumed under the diagnostic group of recommended conditions.  Not only that, it's not clear whether a medical model is really the best. I'd be the first to acknowledge that one of the difficulties with taking the medical model very seriously in psychiatry is that the medical model grew out of a belief that the cause of disease was univariant, that you had a pathogen that interacted with a host and generated perhaps some psychopathological features. The concept of multifactorial, polygenic model doesn't suit too well the medical model which says that these are like medical diseases that have their etiology and their causes.  Now for purposes of making progress, I always thought DSM-III was a great idea because it allowed people to use a common set of definitions. It allowed people at least to agree on what they were describing. It has created the possibility of doing experiments. You can at least recapture or resample and you can find out whether the populations are biologically homogenous in terms of their response or not. I'm not sure whether DSM-III, DSM-IIIR or DSM-IV are real advantages to anybody being labeled or just another taxonomic system. But again, I'm talking about this from the point of view of someone who wants to develop a treatment.  I want to be able to communicate what that treatment is for in a way that other people will understand.

TB: So, you are in favor of the DSMs?

PL: For communication purposes and I think to that extent, you're stuck if you want to decide whether the labeling is accurate and not false or misleading.  How would you communicate without it? It would be idiosyncratic and impossible to communicate if we would not use it.  Clearly, these drugs aren't used by psychiatrists alone but are used by GP's for a variety of things.  We felt it would be very useful if we could give them a fairly standard description and that's all it's intended to be.  And of course, in this society, technically a physician is free to use any approved drug for any reason they want, provided it's allowable under the jurisdiction of safe practice. That's an issue people are increasingly confused it seems. People feel that if a drug had been licensed for a certain use, then one is on tricky grounds of using it for other indications.

TB: Yes.

PL: We have frequently been chided for failing to approve drugs for uses everyone uses them for. Xanax was widely used for a long time in panic disorder without any labeling.  We were concerned about higher doses and the difficulty withdrawing from the product, and we decided that it would be useful to examine these issues first before handling the claim for that indication. The argument was that panic was always subsumed within anxiety or generalized anxiety and people could treat it any way they wanted.  In fact, there are some investigators who believe that panic disorder doesn't exist and if it does exist, it is just as treatable with other benzodiazepines as it is with alprazolam.  But all of that being said, there is certainly an advantage to us to be able to make clear cut distinctions between what we have been handled closely and have evidence for and what is common usage for which there may or may not be evidence.

TB: What about the use of imipramine in panic disorder?

PL: Why has imipramine never been approved for the treatment of panic?  Clearly, it was one of the drugs that Klein recognized had an effect in panic. It probably does work.  Well no one ever assembled the information and brought it to us and that is simply the reason.  We don't go out and tell people that they should ask for approval of something. They have to actively seek something from us as an agency, and I think that's not well understood.  Now we might or might not be willing to approve it depending on the quality of evidence.  There are a lot of things that are widely used on the basis of belief for which no one can adduce evidence.  In fact, I know of drugs that have been around for 10 or 15 years, widely marketed throughout the world and I know the sponsors have tried to produce the evidence that show they work and they are unable to.  A lot of physicians believe some of those drugs work.  Now until we see the evidence, I won't know but it always dawns on me that there are many reasons why drugs appear to work. It's the old joke use the new drug fast before it loses its power to heal.  Another is, treat people very soon before they get better spontaneously.  It's a combination of those two things.  I don't know what accounts for it. But a lot of illnesses, for example, people with mild depression, do get better.  The power of the FDA is to control the initial marketing of the product.  The power is, therefore, to control labeling.  The power is to try to keep the sponsor within the framework of labeling.  They can't go beyond it, even if the drug is widely used.  Now you can argue, that is a disservice to the community as a whole.  You can also argue that if the firm wants to develop a claim beyond the one they have, they can collect the evidence as required and allow, therefore, for regular scientific basis for which the drug works rather than simply the observations of physicians.  But there is this leak and it might happen that the drug will come on the market for a particular application and get used more broadly by people.

TB: But what would happen in case of a cardiac death of a patient treated for panic with imipramine?

PL: Then, if you go to court, if you're a professor, you could probably say I do it because of my experience.  If you're not you could say there is a whole body of literature supporting the use.  You could probably point out in a court of law where you're defending yourself for malpractice that I with the informed consent of the patient decided to use it because the patient could not tolerate alprazolam and now we've had this misadventure.  It didn't turn out the way we wanted. People have this odd kind of belief the FDA has control access to the market but all sorts of things get onto the market by other routes. There really is a body of information that hasn't been presented to the FDA in the form of a formal supplement seeking a claim; a marketer of imipramine might say well the drug is long since out of patent and there are generic forms available.  Although we'd be willing to do it, they might see no economic gain in it.  That still wouldn't prevent any practitioner from assembling the literature that supports the use and say here it's perfectly reasonable to use it. Now I realize that people and the legal system uses DSM-IV diagnoses and the FDA is hardly the final arbitrator of what good practice is. There are a lot of odd things going on because third party payers want to be able to spend less and that they will disallow expenditures for uses they feel are outside what we've approved and the agency is taking a very definite stand that its approvals speak to what the drug can be marketed and advertised for.  The physicians are free and we could go round on this forever, I think there's even been pressure to try and get people to submit supplements so that we can approve drugs for additional uses if there's evidence, but it often turns out the evidence isn't very good.  I think the agency ran into this when it did its drug efficacy review right after the passage of the 1962 amendments that were created as a basis for demanding proof of efficacy.

TB: Could you elaborate for us on the ‘62 amendment that led to the withdrawal of many drugs?

PL: There were thousands of products on the market but when they got finished, there were only hundreds.  So many of them were marketed and there was no evidence and no one could produce any, so a lot of the drugs we had for treating dementia or dementia surrogates, or the treatment of depression, were banished.  It doesn't mean they didn't work by the way;  it's that no one was able to produce the evidence that met a minimum standard.  You could argue that an armamentarium was better if you could have anything you want.  I think that's good up to a point.  If nothing works, it's fine to have a lot of products which are not dangerous but then if one drug works, you could make the case that having anything in there that doesn't work, eludes the armamentarium and is a threat, as it might be with an antibiotic that didn't work.  But clearly, these are the issues people are struggling with right now.  How do you get efficient evaluation of drugs?  How can you do it according to standards?  For example, if we were suddenly to lower the standards for proof for secondary claims, what impact would that have on the whole structure?  You do need more than one.  This is the other buffer.  Anyway, I mean, clearly we aren't going to solve this particular problem because the one of standards is constantly undergoing review.  In one breadth, you want to be very sure that you know not only that drugs are effective that we market but we been striving for finding the conditions under which they should be used, find the differential risks in using them and subgroups in the population.

TB: Wouldn’t you think that doing things in a standardized way, as for example using the Hamilton Depression Scale exclusively in all studies might have drawbacks?

PL: We haven’t found ways around that. If you use the Hamilton Rating Scale for Depression only you can argue that certain types of antidepressants come up and others don't and then companies dump a whole lot of extremely useful drugs because they are not going to come out superior to the older drugs on the Hamilton Rating Scale.  And if they don't come out superior, there's not going to be the marketing angle on them and the return won't be there. Some of the newer serotonin reuptake inhibitors may, in fact, look bad on the Hamilton.  So we don't care.  We've never said you can't approve the drug because they don’t look good on the Hamilton Depression Scale. There is the Montgomery-Asberg scale and you can use that. If you come along with a new methodology that is untried and you're willing to take a chance, go ahead and take it.

TB: What about guidelines for industry?

PL: We've been encouraged to do that over the last decade maybe because people have argued that what the FDA wants is a moving target.  So they wanted guidelines that tell them precisely what we will demand.  Well guidelines are constricting. But Frank Young, who was Commissioner of Food and Drug, was under great pressure in the aftermath of the Sommer's Report in 1986 and said, go out and create guidelines so that we'll be able to tell them at the industry in advance what we're willing to accept as the minimum requirement. So in the process of consensus building, we built guidelines, talked to a lot of people, had many sessions and ended up with guidelines. I think if we had a drug that really stopped, for example dementia, we wouldn't need a guideline.  But the industry demanded guidelines because they wanted more economic certainty.  So a lot of the stuff isn't because I'm not able to tell if a drug works or not, but it's the question of what the industry wants. They'd like standards for showing that their drugs are better than other drugs because it isn't just enough to believe your drug is better than another drug but you have to show it. There's going to have to be some basis to promote a new drug and advertise it.

TB: But insofar as I know you don’t have guidelines for that.

PL: Our law isn't a comparative law.  We are not normally engaged in assessing whether or not you're better than another drug, only whether or not you do what the labeling claims you do. No doubt industry would like it.  Should we have guidelines for comparisons?  How would you choose the comparison drug?

TB: So it seems that there would be difficulties in providing acceptable guidelines for comparison studies and for the time being we are stuck with placebo-controlled studies. As you know there are some objections of requiring placebo control.

PL: Well industry does not want it because they are worried that the size of the treatment effects seen in most antidepressant trials is so small.

TB: Yes, indeed.

PL: Oh, I think it is getting smaller, that's why they don't want the added treatment.  I mean ideally, everyone could be on cognitive treatment and the new drug should be an add-on.

TB: There might be also some other reasons why there are objections against the use of placebo.

PL: People don't like placebo because I think it requires you to take the patient who is ill and suffering and put them on a treatment that the investigator or physician knows, is unlikely to do very much.  It may not do much harm but is unlikely to do very much good.  If you believe there are active treatments out there, how can you possibly deny them access to an active treatment?  Well that's fine if you knew your new drug really works but if you don't know your new drug really works, to me it's incoherent that you would be willing to put them on this new drug that not only may not work but be dangerous and deprive them of access to the standard treatment.

TB: How do you get around that?

PL: Well if you say the standard treatment doesn't always work and we know that's true in 30 to 40% of people, you want to put a patient on placebo because you want to find out whether the drug you are working with works.

TB: In the old days we did open, uncontrolled clinical trials to see whether a drug works and then small single center controlled studies but today partly as a result of guidelines like the FDA’s we have this large multi-center placebo controlled studies in which all data is owned by the drug companies and the individual investigators have lost control about their own contribution to the data pool.

PB: Well that probably has to be worked out by the investigators in the trial that make their agreements with the firms. I'm sure that there are examples of where firms haven't behaved in the best interest of the public as for example by not publishing negative results. But I suppose academic investigators are no less likely to publish negative results than are firms.  Maybe we ought to publish all results of all trials. But, again, I think all of this is a question of looking at too few of the facets of a very complicated process.  If you're going to develop new drugs, you have to ask who's going to do it.  Since governments aren't going to do it, the private sector is going to have to do it.  If the private sector is going to do it, why would they do it?  I'm always struck by the fact there is a group that likes to think the FDA is a dupe of industry, and fails to acknowledge that we wouldn't have any drugs if it were not for industry.  It's the nature of how we've allowed our society to develop a drug industry.  We didn't say the federal government is responsible for developing drugs or the state government or something, costly public institution.  We said we're going to let the laissez faire system work.  People will come forward because of opportunity to make some degree of profit. It's true, we may make sure they don't make an egregiously excessive profit but basically it has to be driven by the profit motive.  If that's true, industry cannot be seen as the devil and all bad.  That doesn't mean that there aren't bad people in industry and it doesn't mean that at times industry doesn't do bad things but basically, that's were our drugs are coming from.  Now the other side of the argument, of course, is that industry relies on government, that all this really comes from investigators who were trained at universities supported by the public. These people as soon they get trained, run off to industry, and industry is reaping too large a profit.  Well those are all political questions. Is the drug industry a utility?  Is it a natural treasure?  We never missed the merchant marine and our merchant fleet so much until we had to move all the troops to Saudi Arabia and then realized we had no sea lift capacity.  You can almost argue that the private enterprise of industry is a valuable societal asset, and you need to support them too.  I'm not saying you need to give them rewards that they don't deserve but they can't be cast worldwide.  They need you.  You need them.  This is not a conflict of interest, but a congruence of interest of a lot of different groups and that's why you need to help them do placebo control trials, because we all need to know whether a drug works.  And without the industry having the resources to pay for it there would be no controlled trials, no randomization and drug development that meet current standards. I don't know how else you could do that.  Academicians don't have the resources to produce the evidence that would be persuasive.

TB: So, you believe that without industry we would not have clinical drug development with our current standards.

PL: I've listened to Don Klein say many times, give me a drug and I'll tell you whether it works.  Well I'm not so sure he can tell me in a way that I can hear.  He may tell me he believes it works.  He may, in fact, be right, but we're unable to listen to him unless he presents it in a form where we can know in a public way if a drug works and that's where the confusion is.  I don't see there's any reason why, in the midst of a control trial that uses placebo, the astute investigator, if they are so prescient and confident, couldn't tell the difference.  Why is placebo so confusing to them?  Why has the structure of the randomized control trial so undercut their ability to pay attention to patients? I don't think there ought to be a patient who left a controlled study without the equivalent of a narrative summary of that patient written by the PI, not his residents, not his clerks, not his co-PI’s, not his nursing assistants, but by that PI who says I saw Mrs. Jones, admitted three or four nights ago, or whatever, and she presented with these phenomenon; I've treated her for six weeks and these are the things I saw and these are the things I didn't;  I think she has improved.  I can't, of course, know whether she was on a drug or not.  I suspect she was on a drug because she had these things.  These are the adverse effects she had.  I think she did moderately well and sign his name or her name.  We don't have that. I'd love to get that kind of a narrative summary on all patients, even if there are thousands of them.  I can't see where the structure of the design would interfere with every clinician doing this.  
TB: It certainly should not. What do you think the reason is that we got into this situation?

PL: If you really want to know what I think, it is that the guys who're talking about not being able to get done their work in the clinic or not being able to get to the bench, are the same people who are going to so many international meetings like these that they are on the tour and they don't have time to see anybody.  I mean, I doubt whether they follow a patient.  Patients need to be seen every day, don't they, or every week, depending on how sick they are and I don't think they're doing it.  They are not in town.  I don't really believe that the modern trial prevents people from being astute.  Maybe the day and age does.  Maybe everyone's life is so busy that they can't really see their patients and talk to them.  It really doesn't make sense.

TB: Who is then doing the clinical trials?

PL: That's another thing.  A lot of famous people put together consortia and they don't do the work. They take credit for the work.

TB Does not NIH also create consortia?

PL: NIH has consortia of Alzheimer's groups they're supporting.  They've not always had an Alzheimer's drug to run through it.  But I think we do need clinical trial units standing everywhere ready to go when we need to them.  And because you need big trials and want them done fast, you probably can't rely on individuals being able to assemble them.   I also think there's a great pressure for people not to have to go the physicians to get something they can treat themselves with.

TB: What are your thoughts about that?

PL: As you move toward that, there are greater risks.  I'm struck with this with sumatriptan for the treatment of migraine. There are reports that some people who have taken sumatriptan died of subarachnoid hemorrhage. Would that be better if a physician would have prescribed it to them than if they gave it to themselves?  That's a societal call. I don't know if I'd want to treat my own depression.  I certainly wouldn't want to treat my own psychotic episode or my organic illness. But, I think what you find now is that in modern medicine you can't reach your physician.  My daughter has an acute disk right now, and I'm the one who has ended up treating her for her pain because of her inability to deal with a neurologist to get pain medication.  It's unnerving how difficult it was, and I can imagine anyone with any kind of story of distress has the same problem.

TB: Could you tell us something about your recent activities at the FDA?

PL: I'm struck now with this paper that came out in the New England Journal of Medicine,, an epidemiological study of the risk of connective disease in women who had silicone breast implants around Rochester, Minnesota where the Mayo is. They always do a lot on epidemiology and in this study they found there were increased risks.  So the Wall Street Journal writes an editorial about how crazy the FDA was and Kessler in particular was making this multimillion dollar decision which paternalistically had prevented women who didn't have breast cancer but wanted to have access to these things on the basis of information which turns out to be untrue.  Well they got it wrong.  Kessler's position may have been paternalistic, I don't know, but there was no information.  This is the first information that's really come out.

TB: What do you do in the absence of information?

PL: The view they espouse at any time represents a political viewpoint. I'm sure the guy who writes the Wall Street Journal editorials has his position about it.  He'll latch onto anything he needs to make that point.  This was a convenient one.  It's not fair but it's an example of how it goes now.  If we had real knowledge of exposure of all products we might be able to decide that for some individuals this or that drhas a relatively bad risk and all I would do in that case   describe that in the label.  I wouldn't keep drugs off the market, I mean, if the drug works, I mean, this has been our philosophy for a long time and it seems to have a reasonable risk factor, but you probably want it out there.

TB: On this note we should conclude this interview with Paul Leber. Thank you, Paul for sharing this information with us.
( Paul Leber was born in Brooklyn, New York in 1937.





