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JOEL E. KLEINMAN

Interviewed by Elizabeth Bromley

Waikoloa, Hawaii, December 11, 2005

EB: This will be an interview for the Archives of the American College of Neuropsychopharmacology.  It is December 2003. We are at the annual meeting of the College. I’m Elizabeth Bromley. We can start by you telling me your name.

JK: Joel Kleinman.(
EB: And, where were you born?

JK:   Alexandria, Louisiana.

EB: Oh!  Is that a small town?

JK: It’s a relatively small town.

EB: And, tell me about your family, the family you grew up with, grandparents, siblings.

JK: I’m a third generation American physician.  I was raised in Miami Beach.  I have a sister and I had a half brother; he passed away.  My father died when I was a young kid.  My parents were separated then divorced when I was four.  I was raised by my dad until I was thirteen.  And, then my dad died and I went to live with my mother.

EB: In Miami Beach?

JK: Yes.

EB: Is your sister older or younger?

JK: My sister is three years older and is married to a hematologist at Vanderbilt.  .

EB: So, your father’s death, must have really affected your junior high and high school education?

JK: Yes, that was a very difficult time.

EB: What was your education like? Did you have special teachers or mentors?

JK: I can’t recall any of my teachers from that time.  The person that was most influential in my education was my dad. And when he died that was a terrible loss for me.

EB: Can you tell me how he was influential to you?

JK: He was a Hutchins’ whiz kid, if you know what that is; these were very young people admitted to the University of Chicago at a very early age. So he was a very bright man and he spent a lot of time to make sure my sister and I were educated properly.

EB: What kind of a physician was he?

JK: He was a GP, but he did rehab medicine.  My grandfather and father had moved to Miami Beach in 1946, after World War II and they built a clinic for elderly people who were recuperating from strokes and heart attacks, in South Beach.

EB: That must have been a new thing for them.

JK: Yes, it was a pretty advanced thing.  They were some of the first doctors that got out their offices and built this clinic for elderly people.

EB: It focused around rehab?

JK: For people who had strokes and heart attacks.

EB: Did the war influence that decision?

JK: I don’t think so.  The reason I was born in Alexandria, Louisiana was, that Alexandria was the closest that they’d let my father get to the front during World War II.  He was at the VA at Alexandria, Louisiana.  My father was an only child and my grandmother was a diabetic so my grandfather and grandmother relocated to Miami Beach and my dad wanted to be with them.  So, my parents moved there and he set up his practice.  I used to make house calls with my father.

EB: You made rounds with him?

JK: He used to take me on house calls.  As a little kid, you can get very much into sports, so one of my dad’s patients was Angelo Dundee and Angelo Dundee was a famous manager and trainer. He was Muhammad Ali’s and Sugar Ray Leonard’s trainer; and, he had like fifteen champions.  So, whenever a fighter was in Miami and they got sick, my dad would take the house calls.  So, I met all the great fighters in that era, Carmen Basilio, Sugar Ray Robinson, Rocky Marciano.  I can remember just making house calls.
EB: Did that change the vision of your career, intellectually, or was it more that extracurricular?

JK: No, I just liked sports, so it was fun.  You know, when my dad was raising me, we didn’t have my mom around.  There was an issue of where we were going to go when he went on a house call, so my sister and I would frequently go and we’d be plopped at some bar in a hotel while my dad went upstairs and examined someone.  We’d be sitting at the bar; so as a consequence, my sister and I had a tremendous collection of swizzle sticks from the bars.

EB: Not doctor’s tools, I would say.

JK: I used to make house calls on my tricycle when I was only four years old.

EB: Did you know you’d be a physician?

JK: I always wanted to be a doctor.  I always wanted to be a physician.

EB: Why was that?

JK: I wanted to be like my dad.

EB: And, did you know what that would mean?  Did you know what kind of physician you wanted to be?

JK: I didn’t have a clue; although, in retrospect, the specialty I went into was in no way an accident. Part of it had to do with, having lost my father at an early age, and he was a very popular extremely well liked competent physician. So, when I decided to go into medicine, I really did not want to have to compete with him. So I tried to do something that was different.  But, as it turned out, I wound up going back to an area where we had some things in common.

EB: Maybe we can come back to that.  How about going to college?  How did you decide where you’d go?

EK: I really didn’t have a clue, so I wound up going to school where my dad went.  That, also, was a bit of an accident.

EB: It was not a bad choice, though.

JK: When I was in high school, they didn’t have a lot of guidance counselors.  It’s not like it is now. So I remember getting this book that told you that if you were in the top ten percent of your class, these were schools you could apply to, so the University of Chicago was on that list.  I said, oh, my dad went there, so I applied there and that’s why I would have gone, but it was not terribly thought out.  I didn’t have a real good understanding of what it was going to be like to get a University of Chicago education, just somewhat different…..

EB: Different than you expected?

JK: I think it is somewhat different than any of the other American universities.

EB: What did you major in?

JK: Biochemistry..

EB: And, why did you do that?

JK: I think somebody told me that if I wanted to go to medical school I had to do something like that, so I was just sort of following along with what they advised me to do.

EB: And, how did you find it?  Was it intellectually stimulating for you?

JK: I really didn’t like biochemistry that much, to be honest, but I wanted to be a doctor.

EB: And, that was the way to do it.

JK: That seemed like the right thing to do.

EB: And, did your idea about that particular career why you wanted to be a doctor, did that evolve in this time in your life?

JK: Well, sort of, I wound up doing a lot of different things.  I wound up getting an MD, a PhD in pharmacology and doing two residencies; so there was a bit of an odyssey, an unusual course that I wound up following.

EB: So, you, get a PhD before you went to medical school?

JK: Before I went to medical school, I was an undergrad at the University of Chicago and the University of Chicago is one of those unusual places that have more graduate students than undergraduates.  And, it’s one of these places where research is everything and teaching is a secondary phenomenon.  So, I got steeped in that tradition pretty early and I remember a guidance counselor saying to me, you know, “Kleinman, the way you’re going there’s no way you’re going to medical school.  You’ve got to do something to show some interest.”  So, I went over to the hospital and tried to get a job and an ophthalmologist said, “Well, you can come here.  You know, the last guy wrote five papers and he went to Stanford Medical School”. And I said, “Well, you know, sign me up”.  But, he didn’t give me the job.  By then, I decided I probably should get a job in a lab and somebody told me that somebody was looking for somebody to wash glassware in the pharmacology department.  I went up to the pharmacology department to get a summer job, washing glassware, to show that I was interested.

EB: In going to medical school?

JK: Yes, and I never left that lab.  That lab helped me to get into medical school and I got a PhD in that lab. And that opened some of the doors for me.  I remember that summer, washing a lot of glassware. And I also learned how to do some isolated atria preps, none of which terribly interested me, but it seemed like this was going to be a good path.  At the end of the summer, Hoffmann, who turned out to be one of my PhD advisors, said to me when I was a senior in college, “Would you like to do a research project with me”?  I said, “Well, research is for geniuses and I didn’t know if I could do it, but I’d be happy to try”.  So, I rearranged my senior year in college.  I took biochemistry with the medical students, PCHEM with the chemistry graduate students, and I did this research project. And, then, they helped me to get into medical school.

EB: What was your research on?

JK: The metabolite of an anti-malarial agent that was being tested in Vietnam. It had nothing to do with what I was really interested in, but I wanted to learn how to do research.  It didn’t matter if it was in a totally unrelated area.

EB: What was it that made you want to be in the lab doing research?

JK: Because, they told me if you want to go to medical school, you have to show some interest. This was the job I was able to get that showed that I was interested, so I just took it.

EB: And, then, at some point, it felt like something that was also…
JK: It evolved into a research project. And by the time, I went to medical school and graduate school I knew that I was interested in the brain. So, I convinced my PhD advisor to let me have a second PhD advisor in neuropharmacology. It was a man named, Al Heller. My two advisors were friends.

EB: Say again, what was his name?

JK: Al Heller.

EB: And, how did you get interested in the brain?

JK: That’s not entirely clear.  The reason that my custody was awarded to my dad was that my mom was mentally ill.
EB: And, you knew that while you were growing up?

JK: Sort of, but it wasn’t entirely clear.  I had sort of heard stories about it, but I didn’t fully understand it.

EB: And, then, did you learn more or come to understand that while you were an undergraduate at some point?

JK: I’m trying to remember when I started to piece it all together.

EB: Maybe they weren’t related.  You know, some people might have a drive to cure cancer because they mother died with cancer.

JK: No, this was, not the case.  I think the psychiatry thing really was something to avoid, competing with my dad. But, I did have this mentally ill mom and I can’t remember when I first figured this all out. I remember going to my aunt and saying that I thought that my mom had been diagnosed with schizophrenia and my aunt then confirmed it.  My mom was still alive, so I could actually talk to her about this.  But, it turned out that she wasn’t schizophrenic.  That was a misdiagnosis.

EB: How old were you when you became aware of all this?

JK: I was probably becoming more aware of this in college and certainly in medical school.

EB: What year did you finish college?

JK: 1966.

EB: And, then, you spoke with your mother about this?

JK: I definitely talked with my mom about it.  I mean, I don’t think she really understood exactly why this diagnosis was made. I know people thought she was delusional.  They treated her with ECT, which was not terribly useful.  She wasn’t really delusional.  She had some bizarre ideas and probably the correct diagnosis was a really bad obsessive compulsive disorder, but not schizophrenic.

EB: Was your research, then, around schizophrenia?

JK: My first research was on this anti-malarial stuff, which, trust me, I had no interest in, whatsoever.  And, the second thing was, then, that I tried to get training in neuropharmacology.  And, a lot of that had to do with Heller being a very appealing mentor.  And, that is what he was interested in, and Hoffman was interested in carbohydrate metabolism.  So, what we fashioned was a project to see how monoamines effected carbohydrate metabolism in brain, which was done in rats.  And, that was my PhD dissertation.  But, that didn’t really interest me that much either, but it was good training.  It was useful, because it opened up some doors for me.  So, I was a medical student and I was a PhD student.  They had a very fancy program at the University of Chicago in those days where they would pay for your entire medical school and PhD education.  So, I was advised to apply for that, but I didn’t get it, probably because  I didn’t have  very good judgment when I filled out the financial form and when the Dean looked at it, he, basically said, no way can we give you money; you don’t need money.  But, I said I’m not going to do this PhD work unless somebody else pays for it.  So, they paid for the PhD work and I paid for the MD work.  But, the Dean also said that when I come back into medical school, they would probably pay for my last year’s medical school. But the war came, and money was drying up. And, then, the NIH started a program where they would pay for your last year’s medical school in return for coming to NIH to do two years of research.  So, I said, well, that sounds good; I’ve got to get into that program. And I convinced one of the former presidents of the ACNP, Daniel X. Freedman, to write a letter for me to help me to get into the NIH. But, I got to find a lab that was willing to have me, even though I wasn’t going to come for several years, because I had to finish up first medical school at the University of Chicago and do my internship and a residenc. Fortunately I got invited, after Daniel X. Freedman wrote these letters for me, to the labs of Sokoloff and Kopin, at the NIH, which were fairly prestigious labs at that time.

EB: Were they also working on monoamines?

JK: Sokoloff was interested in carbohydrate metabolism because they were going to start a PET scanning program in which they were going to use deoxyglucose.

EB: Was that very prestigious work at the time?

JK: Yes, I’m getting into that.  I didn’t have any knowledge of imaging.  What I knew about was carbohydrate metabolism and monoamines.  So, I got interviewed for that, but I wasn’t the most diplomatic person in the western world. So, when Kopin was interviewing me he never looked up from lesioning a rat, and he said, you’ve got this PhD in Pharmacology. And, I looked at him and I said you know, I’m really not interested in working with rats anymore.  So, that just killed my chances with Sokoloff and Kopin.  NIH had a policy that if you weren’t invited to interview, they didn’t want people going all over these labs and meeting people. But I was a rule breaker. I went over to thank Lloyd Guth in the Neurology Institute who had helped me with my PhD work, and told him what happened. I also asked him whether he would take me. He said to me, well, I do mostly rat research.  If you change your mind, I’ll take you in my lab, but I really didn’t want to change my mind. So, I figured I’d go to another lab. And, then, I did something else that wasn’t too swift; I went to Julius Axelrod’s lab. But he was, as you know, a basic scientist and it was going to be more rats, but I just wanted to go in there.  I went in there and I told him who I was and he threw me out of his office, you know.  He told me I can’t take anyone in this program and that was over in ten seconds.

EB: He knew you were too junior?

JK: No, he just didn’t have an opening for a person in that program.  So, I went to Fred Goodwin’s office, and Fred said, oh, we just got letters about you.  Could we meet for lunch?  We’d like to consider you in our lab.  I said, terrific. So I went to lunch with Fred Goodwin and he was telling me about what they were doing. By that time I had already really gotten hung up on this schizophrenia stuff, even though, I really hadn’t done anything about it and he wasn’t doing that.  He was doing work with affective disorders.  And, again, I wasn’t too diplomatic, so I told him I was really interested in schizophrenia, not the affective disorders. So that sort of killed that possibility right off the bat.  And, then, we got into a second dispute which was about psychoanalysis and I was of the opinion, not that I had any right to have any opinion at this point in my life, that people who  were going to become psychiatrists should be analyzed.  And, he took the opposite stance; although, ironically, he had some analytic training. So, we had this argument at lunch.  And, while I was having an argument with Fred Goodwin at lunch, another investigator of the Institute, Richard Wyatt, was listening to me. He had just started his schizophrenia research at St. Elizabeths Hospital and he and Fred were somewhat competitive.  So, he said, would you like to come down and interview for this position in this new lab we’re forming at St. Elizabeths, which is not even on the main campus.
EB: Yes, but would it count for the NIH?

JK: Yes, this was an NIH lab that Seymour Kety and others had set up at St. Elizabeths’.

EB: Are they doing drug trials there?

JK: No, they are doing real schizophrenia research.  .

EB: Real, what do you mean real?

JK: To study the disease in patients.  St. Elizabeths is an insane asylum.

EB: But, weren’t they doing drug trials?

JK: We did some clinical drug trials, but mostly we did research on what was causing this illness. Now, St. Elizabeths is in southeast Washington. It  is an insane asylum surrounded by a slum. So, I took a cab down there and got into the building.  I went up to the fourth floor and got off the elevator.  In those days, I had hair and a goatee and what not, and the elevator door opened and a patient looked at me and he yelled, “Satan”.  I realized I was in the right place where I wanted to be to do research.

EB: Had you done your residency at this point or was this before?

JK: This is before I had done my residency.  This was my dream to do this research, at this point.  I was not certain exactly why, but this is what I wanted to do.

EB: You knew before that, that you wanted to work with people, not rats.

JK: That’s right and I wanted work to with sick people and I wanted to do something meaningful. So, this was my dream job and I was the first fellow that Richard Wyatt hired.  I didn’t come that day.  People came before me, but I was the first one they ever hired, as far as I know.

EB: Do you feel like your research from that point, and your career has an overriding goal and objective?

JK: Yes, it was to get at the root of what causes schizophrenia, and that became what I did all of my research on.  This is a little bit of a long-winded story, but that’s how it happened.

EB: Right.
JK: So, then, I went back to the University of Chicago.  They paid for my last year of medical school. I did an internship at the San Francisco General, did a residency at Mass Mental, which used to be called Boston Psychopathic at the time, and came down to Washington. I told my wife we were just coming for two years.  I was supposed to go back to the University of Chicago and be on the faculty.  That was our plan.  At one point in my first year, Richard Wyatt turned to me and said, you know, we’re collecting these brains for this post-mortem brain research and we need to recruit some people.  I had a bunch of friends - I’d left a year earlier from Mass Mental - who, like Dan Weinberger, David Shilling and some others did their residency with me, and he wanted to recruit these people. So I started inviting these people down, even though, I was only a first year Fellow, to recruit them to do this post-mortem brain research.  I couldn’t get anybody to take this job, but I convinced myself that it was worth doing.  So, I went to Richard and I said, “I really can’t find anybody that will do this and I really think it’s something that I want to do”.  He said, “Well, you can’t do this, because you’re only going to be here two years.  If you want to do this, you have to stay for a third year”.  So, I asked my wife if that would be OK and she said, “OK, as long as we can go back to Chicago”; her parents were on the faculty at the University of Chicago.  So, we had this agreement, but by the time I got ready to go back the situation in Chicago didn’t go exactly as was expected and the offer wasn’t the best position.  So, I think at that point, Daniel X. Freeman said I should stay at the NIMH. And so I did for the rest of my research career.

EB: You’ve been at NIH for your whole career?

JK: Yes.

EB: How long did you work on the post-mortem project?

JK: The whole time.

EB: Your whole career?

JK: Yes.

EB: So, the lab that you kind of set up, you were the one that was running it?

JK: Well, I was in Richard Wyatt’s lab and those were his resources.  He got me started doing that and, then, I managed to take that a step further and that’s what I wound up doing.  At the end of my first year, I did convince Dan Weinberger to come down, who was my buddy from my residency, and he came and he started doing the neuroimaging work. And we’ve been at this for the last twenty-eight years.

EB: Post-mortem and imaging.

JK: Dan did the imaging work.  I did the post-mortem work.

EB: You haven’t ever gotten into the imaging?

JK: Basically not; I stayed pretty much exclusively, post-mortem.

EB: Why did you think that this will work for you?

JK: Well, I am convinced that schizophrenia was a brain disease and if you want to study a brain disease, you need brains.  You can study live people, but in live people there are limitations on what you can measure.  If you want to measure and get the cellular molecular basis of the illness, you need brains.

EB: And to do this work you were to become a neurologist. 

JK: For neurologists it was a good idea what I was doing whereas for psychiatrists it wasn’t necessarily such a good idea. As a matter of fact, one of my mentors, a psychiatrist, who is a member of this society, told me at the time that he thought it wasn’t such a good idea. 

EB: He thought you wouldn’t find anything?

JK: Right.  He was trying to recruit me to come to the University of Chicago.  When he heard what I was doing, he said, you know, that’s probably not the most useful thing to do. But I was already pretty convinced that it was, so I sort of stuck to my guns.

EB: Did he think that the causes of schizophrenia were environmental?

JK: No, I think he thought they were biological.  There are a lot of problems doing post-mortem studies.  You’re not getting brains as fast you’d like, and there are many confounds that were challenging to get this work done properly.  So, it’s taken a long time to make this project as useful as I thought it could be.

EB: Wherefrom did you get the funding for your research at the time?

JK: Well, the funding, when I first came as a Fellow, was Richard’s funding and that was very secure.  Then, I won tenure and, basically, had secure-funding.

EB: Have you had non-federal sources of funding, as well?

JK: Very little.  Occasionally we get a grant from outside, but we’re part of the NIH intramural research program so we’re funded by the federal government.  We get reviewed every four years and we have to do well on review.  If we don’t do well, they cut your budget.

EB:  In general, it’s gone well for you?

JK: I’ve had pretty good reviews over the years.

EB: How would you describe your lab management style?

JK: I’m interested in being successful, and I am aware that every person is different.  Some people need to be pushed and some people need to be pulled.  And, you know, you have to use all your skills to get people to work together, because such a project can’t be done by one individual or even by several individuals from the same discipline. When you do post-mortem research in schizophrenia you need to have a neuropathologist, you need to have a neuroanatomist, you need to have a neurobiologist, and you need to have a psychiatrist.  So, my job was to get these people to work together and make this thing go.

EB: So, what would you say, as the Head of the lab, your greatest strength was?

JK: I made it go.

EB: Getting people work together?

JK: The only thing that matters for us is discovering something. If we can discover something,  the discovery is the measure of what we do. That’s what science is about and we’ve been very fortunate.

EB: Could you say just a couple of things that came out from your research?
JK: I think that doing post-mortem research was a smart thing to do; this was an under-investigated area, so that was sort of useful.  It’s probably better for other people to judge what our biggest successes were, but I think one of our biggest contribution will probably be, the discovery with Danny Weinberger’s ’leadership, a number of susceptibility genes that increase the risk of schizophrenia. So, I hope that will be our biggest contribution when it’s all done. One of my other mentors at the University of Chicago was an analyst, named Bruno Bettelheim and he used to look at me and said “that the surest way to make a fool out of yourself is by attempting to predict the future”. So, we can’t really know for certain, but our findings sofar put us in the lead in this area of research.

EB: Had you done genetic research before?

JK: Not really.  One of the nice things about the NIH is that we can go off in different directions with our funds. When we change directions, we have the potential to retrain ourselves and to learn a new discipline.  So, that’s what we’ve tried to do.

EB: And, how long has that work been going on?

JK: Well, I’ve done the post-mortem research since 1977.

EB: And the genetic research?

JK: About ten years ago we got reviewed and one of the reviewers said that our group was doing a lot of different things, and to this Danny said, “Well, one thing we’re not doing is genetics”.  After that review we immediately had a retreat and decided to do genetics.

EB: That was, maybe, about the time when we recognized, there wasn’t going to be one schizophrenia gene, but several.

JK: I don’t know if I recognized that at the time.  What happened was, that in my strange odyssey of training I felt that I didn’t know enough neuroanatomy, and since I couldn’t go back and get another PhD in neuroanatomy, I went back and did a residency in Neurology, so I could learn neuroanatomy that would be clinically relevant.  So, when I was starting my Neurology residency, the director of residency training said to me, “you will be responsible for this, you will be responsible for that, and so forth”.  And, the last thing she said to me was, “Oh, you will be responsible also for the rehab unit”.  All of a sudden I realized that what I was about to do was take care of the same type patients that my dad had and I was ready for this at this point in my life.  I wasn’t going to shy away from this competition.  So, I did the Neurology residency.  As I was going through this Neurology residency, I encountered another guy named, Bob Laureno. He is an outstanding neurologist at the Washington Hospital Center, part of the GW University residency training program.  And, Laureno would have us read different articles. So the article I chose to read and present on was this discovery of the Huntington’s disease gene on chromosome 4. At that point in time I became very much aware that molecular biology and genetics was about to make a staggering impact on research. And it was something that we needed to get tooled up to do in our lab.

EB: What year was it that you went back to do your Neurology residency?

JK: I finished that residency in 1985, so I probably read that paper in ‘84.  I went back to the lab and I told Richard that we should start genetic research, but he said, “Well, we should do this, but we’re probably not quite ready”.
EB: So, you started about ten years later.

JK: Yes, and as the code was broken on the human genome, post-mortem human brain studies became applicable to genetic research, because we were able to measure and detect the presence  of the messenger for any of the genes in post-mortem human brain, and we could genotype people. And that became the focus of our research. That’s where we’re at right now.

EB: And, that’s where you’re going?

JK: Now, we know that it’s not one gene.  It is multiple genes.  What we’re trying to do now is trying to figure out how these genes interact because we need to determine where these genes intersect to find targets for treatment. And, that’s why these brains are probably pretty important.

EB: So, deciding to look at post-mortem brains was a very good thing to do.

JK: Yes, that was a crucial thing for me. And now we have the brains and we .have measured all sorts of things in those brains for years. For years we never really knew what those things meant.  Now, we know that we are on the right targets and we can interpret what we’re finding. Identifying those susceptibility genes really changed our perspective.   And, the other big thing for us was finding the allelic variations of the susceptibility genes in the normal population.  You and I and everyone is carrying these allelic variations.  So, you can study the allelic variations to some degree in normal human brain, and that is really important because when you study it in the brains of people that are mentally ill, you have enormous numbers of confounds from treatment to illicit drug use.

EB: So, you have done work also with normal brains?

JK: We have and it gave us a whole new window; it helped us deal with some confounds in post-mortem brain research.

EB: What other work have you done in normal brains?

JK: We’ve always had to have normal control brains in our studies. Then we were also trying to see in normal brains how the expression of genes changes in regions of the brains that are relevant to mental illness over the normal life span. This should give us some clues why certain psychiatric and brain illnesses begin at a certain age.  

EB: That’s very interesting.

JK: Did I lose you on that?

EB: No, it’s very interesting.  

JK: I think, perhaps, even more interesting is to see how the allelic variations and susceptibility genes affect the expression across the life span. That’s what we’re going to try to do in the next year.

EB: Where do your ideas come from?

JK: I borrow them from wherever I can.  I’m not proud.

EB: From the people you work with?

JK: There are lots of bright people around me.

EB: People with creativity.
JK: I’m not certain, even, what creativity is, but I think we can recognize good ideas.

EB: How important has technology been in your work, technological innovation, how has that moved you forward?

JK: I think, for instance, the breaking of the genetic code has been a staggering advance for us, because until then, we couldn’t have measured these different messenger RNAs.  Now, we can take the sequence of any gene we want, construct a complement to the sequence with a riboprobe by putting a radioactive label on it, and measure the expression of this gene in the test tube or on a slide. And, if you do it on a slide you can see what type of cells they’re in, what layers they are in, you can measure the amount. These are things that you couldn’t do before. 

EB: Do you own any patents?

JK: Zero.

EB: You’re not allowed to?

JK: I am.

EB: Oh, you are.

JK: Yes.

EB: Is there a reason you don’t?

JK: I just never did anything worth patenting, as far as I can tell.

EB: I have a few questions about ethical considerations about the work that you do.

JK: Go for it.
EB:  Though science can do many things, it cannot decide what it ought to do; it cannot supply us with an ethic.  Humans do this. Are there things that you decide that you ought not to do for ethical considerations?

JK: Geez.  You know, we can’t do anything that isn’t approved by an IRB official review board. So, we have guidance from that.  I usually think I know what’s right or wrong, so I would not want to do anything that I thought was wrong or unethical; although, I recognize that not everybody will agree on what’s ethical or not.  I don’t know if that answers your question.

EB: It does.  Do you find the IRB process helpful?

JK: Everybody thinks they know what’s right, and the IRB process makes it certain that there’s some general agreement on what you’re doing is ethical and right.  That’s one of the functions of the IRB.

EB: Have you had any instances in your career in which you were surprised by some concerns raised by an IRB.

JK: I’m always surprised what comes up in the IRB, but for myself, I’m not aware of being involved in any great ethical controversies.

EB: Has your work raised some ethical questions?

JK: I’m certain it did, but I don’t think that any ethical question has bee raised about me, at least, I hope not.

EB: And, for others, who do work like you, in what way have ethical concerns been made?

JK: I really don’t think I’m going to be able to answer that one. I’m sorry.  I don’t mean to be secretive, but there are some other investigators that this has been an issue for, and I don’t really think it would be appropriate for me to comment on them.

EB: So, we can leave it at that.

JK: You can ask me in terms of post-mortem human brain research, the research that I do. You know, we’ve tried to comply with all the regulations that we’ve been asked to do and I think the other people have too.

EB: You’ve had an interesting career, having worked at the NIH throughout. Do you have any thoughts or concerns about the rise of privatized science or industry around your area of interest? 

JK: I’m not real concerned about that.  My attitude is that many contributions have been made in both, the public sector and the private sector.  If people make money at it, I have no objection to that.  We wouldn’t have any drugs for psychiatric patients if the pharmaceutical companies weren’t making money. I think they make enormous contributions.  On the other hand, some of the research we do at the NIH probably could be not be supported very readily by a private company, because we don’t have a product within the usual reach in time what an investor would be willing to wait for. It may be ten years before the kind of research we do will have any tangible result.

EB: So, it hasn’t happened in your lab that you’ve gotten close to something that a company might be interested in?

JK:  There was a period where the biotech world was very interested in intellectual property, but I think that’s not any longer what it used to be. Since we did not have deliverables, the bubble around biotech burst, because companies want deliverables.  So, somebody has to fund the research that maybe five years away from producing deliverables.  The reason I don’t have any patent is that we don’t have any deliverables.
EB: Were you involved in anything that was of biotech interest?

JK: I actually had a NIH approved outside activity in a company to discover things.  But, as the bubble burst, the company disappeared. That’s the way it goes. 

EB: What was that like?

JK: It was great.  I learned a lot.  And, that was the key to it, actually.  The federal government has put all sorts of restrictions on what we can do in terms of conflict of interest, but what I learned at that biotech company I’ve brought back to the federal government.  They’ve profited from it in developing research.

EB: What for example did you learn?

JK: The approach of how to use genes to study brains; I didn’t learn that in the NIH.  I learned that working in this company.  So, that, I think, was very useful.

EB: Can you be more specific?
JK: We were interested in eating disorders, in finding genes, relevant to eating disorders. This was not something my lab at NIH was interested in. So, to me, it’s somewhat regrettable that some of these new regulations have come into place that may not further the collaborations between the private industries and the federal government.  As a matter of fact, some of the new regulations that have been proposed, in my personal opinion, led to the burst of the bubble of biotech companies.

EB: What led to the burst of the bubble?

JK: A lot of companies sprung up to patent genes they discovered. The day that Clinton made that announcement that they couldn’t patent genes, the bubble burst, I don’t think the biotech work will ever recover. I don’t think you could get people any longer funding a company that was just going to discover genes.

EB: What about diagnostic probes that might have a clinical life?

JK: Since all the genes of single gene illnesses, those low hanging fruits, are gone, everything hat is left are complex genetic disorders, multiple genes of small effect interacting with environmental factors.  So, getting a test out of that may yet happen, but it isn’t going to be easy. So, if you were going to invest in that, I would not advise you to.

EB: I want to know a little about the people that work with you, in terms of their gender breakdown. Do you have women in your lab?

JK: I have a lot of women in the lab.

EB: And, how about foreign people?

JK: Tons of foreign people, tons of women.  That’s not something that I should really take pride in. We take people from every part of the planet, I don’t care if they have three heads or they’re purple, or if they’re hermaphrodites, we’re just looking for good scientists to discover something.  That’s really what we’re supposed to do.

EB: Do you think women do science differently?

JK: Do it differently?  No, I don’t really think that.  Maybe, I’m missing the point of the question.

EB: No.

JK: The idea in science is to discover something.  Women are just as capable of discovering something as men, possibly more so, for all that I know.. .

EB: Why is it that you have a lot of women in the lab?

JK: I have no idea, but my neuropathologist is a woman.  The major molecular biologist in my lab is a woman.  The only tenure track person in my lab is a woman, so we have lots of female Fellows.  I think we have more female Fellows than male Fellows.

EB: Do you think you’re doing something right or is that just coincidental?

JK: My attitude is to hire the best people I can and I tried not to pick people on the basis of gender. I think that would be unethical and it would be a violation of Federal laws. I wouldn’t do that.

EB: Well, I mean, you talked about building a team, getting a team motivated to succeed and, maybe…
JK: We have a lot of fights in this group, but I don’t know if that has anything to do with people’s gender.

EB: Do you think there are things that need to be done to increase the number of people in science? Do you worry about that?

JK: I think we’ve got a big problem coming down the road related to education, and especially, physician’s education in the United States.  Most people are saddled with such debts in medical school that it becomes very difficult for them to go into research and the NIH. When I applied for my job way back when I was in medical school or when I was hiring people when I first got to NIH, we were getting twenty applicants for every position. We’re lucky if we have twenty people apply for the entire NIMH program at this point.  So, I think it’s a huge problem.

EB: Do you think this has to do with finances?

JK: I think that’s part of it.  I think the federal government doesn’t subsidize medical education as much as they used to; although, I don’t have those facts right in front of me. Maybe, the research will all be taken over by PhD’s.  I think the problem with that is that NIH, the NIMH, is supposed to study illnesses and it would probably be useful to make certain that you have some people that really understand illnesses. 

EB: Do you still do clinical work?

JK: I had a private practice, approved by the NIH for outside moonlighting, for many years, but I stopped it a few years ago, because there were just too many things to do.  But, I still see patients on the side.

EB: You treat people with schizophrenia?

JK: Oh, yes.  I saw them in my house.  My daughters were my receptionists.  I made house calls, as of not too long ago.

EB: And, it helped your research, do you think?

JK: I think it kept it grounded and made certain that my hypotheses were focused on these patients.

EB: What’s the best part about your job?

JK: Every day when I go to work, we’re discovering something.  You know, the pace of discovery in the lab is staggering right now. It’s rare that a week or two weeks goes by that we don’t find something interesting.  I work with a lot of bright interesting people.  The job is never boring.  And, as a physician, having an opportunity to do research to help patients, I think, it is a wonderful opportunity; I’d do the same thing all over again. It’s just a really great career. It’s been fun.  I was paid well.  It’s just been great.

EB: What’s the worst part of it?

JK: I couldn’t think of what the worst part of it is.  I remember, though, when I was a boy, my dad, gave me Microbe Hunters to read.  I don’t know if you’re familiar with that.  It’s about Pasteur, Madame Curry…
EB: Oh, Microbe Hunters?

JK: Yes.  And, I think even I would never be able to compare myself with those great people, the fact that I have been able to do work like that is a wonderful opportunity.  

EB: Is there anything that you think we should have talked about, that we missed?
JK: No.

EB: Good.

JK: You got what you wanted?

EB: Absolutely.

JK: All right.  I may never have the courage to look at this.

EB: That was great.

JK: I think, oh, geez, what’s my sister going to say when she reads this?
( Joel E. Kleinman was born in Alexandria, Louisiana in 1948.





