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FRITZ A. HENN

Interviewed by Andrea Tone

San Juan, Puerto Rico, December 15, 2004

AT: My name is Dr. Andrea Tone and we’re at the 2004 ACNP Annual Meeting in Puerto Rico and, this afternoon, it is my pleasure to be able to talk with Dr. Fritz Henn.(  Thank you for agreeing to be interviewed.

FH: Well, thank you for asking me.

AT: Let’s start at the beginning.  Tell us a little bit about your upbringing, where it took place, how you became interested in science and medicine.

FH: Sure, I was born and raised outside of Philadelphia in an area called Ridley Township and had immigrant parents, who had left Germany in the 1920, went back in the thirties and looked around and said, “Oh, my God”, and left again. They were very convinced that education is everything, because following the first, World War, they had to stop school around the eighth or ninth grade and came to the United States, self-educated.  My dad, somehow, turned himself into a fairly advanced engineer but felt that we really should study.  And, I grew up in a school district that was not academic.  It was very, very athletic.  We had the best football team in the state of Pennsylvania.  We weren’t beaten the three years I played from a sophomore to senior. 

AT: My, you played!

FH: Oh, I played. The coach was a mad man.  We had August camps in the mountains and it was an enormous bonding thing, because you hated it when it happened, but after the season was over, the people on that team were very close to one another.  I never thought much about what I would do and I was not, particularly, interested in medicine.  I was interested in science, mostly in chemistry. I realized I was not a really great football player, but I came from a really great team and our kids were getting recruited at really good schools.  So, I applied to schools such as Swarthmore, Wesleyan and Amherst, Cal Tech and got a series of interviews and ended up going to Wesleyan, and that really changed me, because Wesleyan was intellectually, incredibly active, very liberal school, at that time.  It still is, I think.

AT: What time was this?

FH: I went there in the fall of 1959 and was very interested in Chemistry but I couldn’t make up my mind between Chemistry and Philosophy. I even took a philosophy course with Hannah Arendt.

AT: Wow!.

FH: It was really interesting.  I wrote a paper in which I claimed that Sartre’s major work was a satire for Hanna Arendt.  I claimed that he was trying to pretend to be a Heidegger, but the whole thing was a bit of a hoax.  And, she called me and told me I was either, going to fail or get an A, and she was going to wait awhile to decide.  I got an A.   It was an incredible experience,  because, at that time, Wesleyan was a very small boys’ school and we had these phenomenal professors like Hanna Arendt, Norman O. Brown, a well known psychoanalytic historian.  We had classes of 6, 8, 10 people.  And, that, really, was an incredible education and I in the end decided, I was really interested in Chemistry and we, also, had a very good chemistry department and I thought I would go to go to graduate school in chemistry. In my senior year the Watson and Crick model made an impression on me and I decided, maybe, biology was the thing to do, but I’d never taken a biology course.  I’d only taken physics and chemistry.

AT: Tell us about the Watson and Crick model.

FH: Well, this was the structure of DNA and, of course, it looked like it was going to open up the whole area of biochemistry and understanding how genetics might, conceivably, work.  And, so, I decided I would study biochemistry.  The problem was that I’d never had a biology course, so I applied to Hopkins and Harvard for graduate school, figuring that I would just take one biology course in the last semester, in my senior year, and that would be enough.  And, surprisingly, I got into Johns Hopkins, which, at that point, had extraordinary biochemistry department with Albert Lehninger and Dan Nathan, who, subsequently, won the Nobel Prize. They were our teachers and they only took six students a year; only three were undergraduates.  And, my wife was one of those six.  She went to college at Mount Holyoke and we met at Hopkins.  Hopkins was a marvellous scientific education, but what really influenced me was, and she might kill me for telling this story, it was a really tragic educational misadventure for her.  She was the best of the students, of the six of us.  And, she wrote a thesis, very quickly, that disproved a particular mechanism that was in vogue in biochemistry and it was her advisor’s mechanism. She turned in the thesis and her advisor who had treated her very peculiarly, locked her in the lab without a technician and left Schopenhauer passages underlined in the anti-feminist places. He refused to accept her thesis.  Then Lehninger, the Department Chair called her in. I don’t know if I should ever tell this in public but it is illustrative of the problems women had in science in the 1950s and early ‘60s. He told her that he couldn’t accept her thesis, because it would ruin her advisor; he couldn’t deal with being wrong. And after all, he said,  he was a woman, she would have kids anyway, and I was going to be a successful academic. He also said that if she told anyone about this including me, I would never get a job in American biochemistry. He then confiscated her notebooks with the data. That was in the mid-1960s. And, of course, she told me.

We transferred to the University of Virginia, where my advisor had just taken the Chair, and, I finished my PhD thesis, which showed that black lipid membranes were bilayers and could serve as a cell membrane model.  Suella did a complete new thesis with Gary Ackers, who became the professor of Biochemistry at Washington Uninversity.  Lehninger didn’t say anything, even though he had refused her the right to work with an ex-Hopkins faculty, which Gary was. At that point, I decided I would go to medical school just to be sure I could get a job.  I applied to Virginia and Vernon Mountcastle, a very famous physiologist at Hopkins, called me up and said, “You know, you’re crazy.  You should come back to Hopkins.  You’re good and Hopkins is very good and that is where you should go to medical school”. And, I said, “I wouldn’t go to medical school, there”. I didn’t tell him why “I wouldn’t go there under any circumstances”.  So, I did medical school in Virginia in three years and took my fourth year as a post-doc.  I was interested in learning and memory and I thought, well, there are two places that look really interesting.  One of them was in Paris with Tauc; he had just done a paper on heterosynaptic facilitation, which looked like it might be basis for thinking about memory.  And, the other guy was Holger Hyden in Sweden, who had these worms that he trained and, then, he took their RNA, and injected it into rats. And that seemed unbelievable, so, I thought, well, I’d better go to Sweden and see what’s going on.  

So, I got one of the first, maybe the first, Life Insurance Medical Research Fund Fellowships, created by the life insurance companies and the pharmaceutical industry to support Combined MD, PhD training programs. So, I went to Sweden after the birth of our first child and I took the entire Fellowship and invested it in a stock, which doubled and, then, went to zero.  So, we were stuck in Sweden with, essentially, no money, which was not good for Suella, who had finished her PhD at this point in time and had been on the Virginia faculty.  And, winter in Sweden was very gray, but we got by because somehow, Suella made friends with butchers and bakers and we got through.  I had paid the rent a year in advance, so we had that. And, I was working with Andreas Hamberger trying to separate neurons and glia. In pharmacology, Arvid Carlsson, and Annika Dahlström were right above my office, but I hardly ever talked to Arvid.  I didn’t know him at that time.  I was interested in biophysics and I was interested in transmitters, at the time. I did know Annika a bit better, because we shared tennis dates, but I was aware of what was happening with the amines.  That’s the point in which the catecholamines were just being mapped.  Annika and Kjell Fuxe had just published their paper so it was an exciting time.  And, in Hopkins, at that time, and, in NIH, Julius Axelrod’s group, especially, Leslie Iversen and Sol Snyder were making a point that you could identify synapses by monoamine uptake, norepinephrine uptake or serotonin uptake.  And we were isolating neurons and glia.  We developed ways of pushing the neurons and glia apart to isolate cells.  When we did this, we saw that the astrocytes had glutamate and GABA uptake systems. We felt this was important and published it in PNAS.  It took over a year to get it published because no one believed us and the reviewers, I later learned, Leslie Iversen and Sol Snyder, were against this idea initially, because it was against the dogma then prevalent.  The reason I’m spending some time on this, because the most exciting developments at this (ACNP) meeting in 2004 was Sol Snyder’s symposium on How Glutaminergic Synapses May Really Be Controlled. The gist of it is, probably through glutamate uptake systems and astrocytes, so Sol has come around.

AT: It’s taken awhile.

FH: Thirty-five years, which he announced.  He admitted it in the symposium and that was really nice for me, because I had a terrible time in the ‘70s getting this stuff published; although, some of it appeared in Nature.  I mean, it got published, but it was very, very fraught with controversy.  And, about that time I was always convinced that this would be a way to control synapses. However I needed to get my specialty training.  And, so, I took a resident position in psychiatry at Washingto University at the time when the Feighner criteria were established. So, the group of residents, right before me, included John Feighner, and we had all sat around a table and simply made these criteria up from the old Kraepelin stuff. The idea was to be able to coammunicate with each other, and could form homogenous groups.  We never felt that would really be the diagnostic classifications, but, as you know, that led to the RDC and the DSM-III, that became an industry.  So, I had gotten interested a little bit in diagnosis. Then, one of my teachers at Washington Univesrity, George Winokur, went to Iowa as the chair. When I finished I applied for jobs at Harvard and Wash U and got them both.  Then, George said, “Why don’t you come to Iowa”?  And, I said, “Well, George, I don’t know”.  And, he said, “We’ll meet at the APA in Detroit and we’ll go out to lunch and I’ll tell you why you should go”.  So, I went up there and George took me to a hot dog stand.  If you knew George Winokur, this was perfectly in character.  He bought me a hot dog and explained to me why I should join his faculty, which I did.  My wife agreed. The point was we had two children at the time I and we decided it might be enormous fun to buy a real working farm, which I did.  So, I bought a farm and it was in the middle of nowhere. George thought I was completely nuts but we went to Iowa.  The farm was rather rundown and we decided we’d raise cattle, so I bought cattle and I started to work in Iowa.  One of the first people I met there was a woman, who had just joined the staff, Nancy Andreason. She had just finished her thesis on John Dunn and I remember Nancy asking me what an action potential was. So Nancy and I talked about neurobiology and, then, she, subsequently, shattered my research career with her knowledge of neurobiology.

AT: I interviewed her last year. I hate to derail you while you’re on a roll, but I’m curious why you chose psychiatry and how it was being taught at the time.

FH: Well, that’s another very interesting story.  At Virginia, when I did my psychiatry rotation, I thought psychiatrists were all a little crazy.  It was a psychoanalytically based depertment. .I was terribly interested, as I told you, in memory and, so, I thought I would rather do either Neurology or Neurosurgery.  I was really most interested in Neurosurgery, but I figured I’d be too old with seven years of a neurosurgery residency, so, I decided I’d probably do Neurology.  So, at the end of my third year in medical school I took an intership position in Neurology for three months. I was not even gaduated from medical school, but they let me do that.   I had, also, been involved at Virginia with a little bit of work in organizing a student body and in the Mulholland Society that was involved in trying to make medicine to relate to the needs of the disadvantaged parts of society, to get it out into the Appalachia, for example, and do that kind of thing.  
AT: Could you say something about your internship in Neurology and how yo got into Psychiatry?

FH: At rounds in Neurology, we would argue like hell about where the lesion was and, then, we couldn’t do anything. So, I thought, my God, I’m not going to spend my life doing that, because we had neither imaging nor effective treatments at the time. I thought that neurology intellectually, was wonderfully interesting, but you couldn’t do anything. I remember seeing patients die with strokes and go very downhill in some of these diseases such as ALS, for example.  I figured, gosh, I really don’t want to do that.  And I remembered that at medical school I had the most fun with a manic patient.  I thought, maybe, this would be something to do; psychiatry is still the brain and these people are at least interesting. You can talk to them and they’re great fun and, maybe, I should do this even if all the psychiatrists are nuts.  I had also been reading some of the things that Seymour Kety had done, so, I applied to Harvard and went up to see Seymour. He knew some of the papers that I had written on membranes.  They were rather well received at that time.  He said, “Yes, you’ve got to come into psychiatry.  Go, interview at the Mass Mental Health Center,” that I did and I went through the wards where they were still hardly treating people.  They were still treating them with analysis; although, the psychotropic drugs were there, but they weren’t using them very much. I was a little appalled at the level of untreated illness that I saw there.  Then, I went into my interview with Director and told him that I didn’t like that and they really should treat more aggressively.  But, he wanted to talk about my father and do a sort of psychoanalytical interview, so,  finally Itold him that, you know, we differ so much about how we think about the brain, that there was no point in me applying there. I went back to Seymour and said, “I’m not doing this”.  And, Seymour said, “You’ve just got to do this; you’ve got to just cool it”.  And, I would have been in a pretty good group of people at that time, I think. Eric Kandel had been a resident there; Judy Rappaport was a resident, but I refused.  I said, “They’re all crazy”.  And, so, I went back to Virginia and remembering Seymour’s advice, “You should look at Washington University.  That’s one place that might be different,” I went out and saw Eli Robbins and we really hit it off. I said, “Eli, I really need a lab.  If I come out here, I can’t just do clinical work.  I want a lab, as well”.  And, he said, “If you’re good at clinical work, you can get a lab”.  And, he did keep his word and the first paper I ever published in Nature was actually done when I should have been doing child psychiatry.  I went to him, after two or three weeks, and I said, “Eli, these families I work with are so screwed up that whatever I do with this kid isn’t going to change anything and there’s no way I can deal with the families. I can do all this stuff, I mean, if you give me an exam, I’ll tell you what the answers are, but I’m not going to learn anything more.  Why don’t you just let me go in the lab”?  And, he said, “Alright, go in the lab”.  So I did and we, pretty conclusively, proved, using culture systems that high affinity glutamate transporters were really on astrocytes and that paper  was in Nature.  And, then, I went on to Iowa and so it was really Eli, who got me into psychiatry.  He convinced me that it was alos another way of looking at the brain than psychoanalysts do, that we could do empirical studies and that is what we needed in psychiatry exactly.  We needed the marriage of psychiatry and neurobiology.  I feel that Eli was the most far reaching person in the field in America in the last hundred years.  I think he really was the influence that changed American psychiatry and I think if you really look back, you’ll find that almost all of the modern neuropharmacology that has evolved into the ACNP grew out of what happened when he left Harvard and went to St. Louis and started a very empirical approach.

AT: Which we called the St. Louis School.
FH: When I got to Iowa, we had a very interesting department.  The broadest person there was a young man named Mike McCabe.  He was killed in a bike accident.  And, then, Nancy was there and I was there.  Ming Tsuang was there; George was there; Kathy Halmi was there; Rat Crowe and and Remy Catorte were there.  And, you know, this was a department that only had about nine faculty members; it was really an exceptional group of people, who interacted very well together.  We mostly got along and I started lab work, then, George got impatient, because he didn’t see that it was going in the direction of psychiatry, so he told me I had to do something psychiatric.  So, I kind of gave up the glia work, which was probably a mistake, but I was having trouble getting funding, because I was still fighting with Sol about this.  He was much more influential than I was.  So, I looked around and, then, I decided I would try to get an animal model of depression and we’ve worked since the mid-1970s on the learned helplessness model that Marty Seligman developed and we did it in rats. We’ve refined it a great deal and that shifted my research into something a bit more psychiatric.  And, we had this farm all the time.

AT: With cows.

FH: And, I would try to dream up things.  We did some very interesting things.  I was breeding cattle, so I thought why we couldn’t breed chickens with low cholesterol eggs. I spent some money and brought chickens in from the Andes, Aurucana, very beautiful chickens that have green and white and pink eggs and I raised them.

AT: I didn’t know that there were chickens that produced green and white and pink eggs.

FH: Oh, well, no one knew that and they thought that my daughter was psychotic in the first grade, because they were talking about brown eggs and white eggs and Sarah said, “No, no, we have pink eggs and green eggs”.  And, this teacher really called Suella up and said: “I couldn’t talk her out of it.  I think she’s a sick young girl”.  We brought the teacher over and showed her the eggs.  I could change the color by changing the calcium and I used to sell them. They didn’t have lower cholesterol. I would bring them into the psychiatry department.  One day, George put up a big sign, No Peddling Eggs, which I ignored.  He was one of my best customers. And, it was a very interesting adventure and the farming was really very interesting, because we didn’t know very much and the neighboring farmers were just extraordinarily helpful.  I mean, they really helped us and we did raise cattle.  We ended up with forty cows and getting a cow that’s in breech position to give birth at minus 10 in February in Iowa was something that I learned to do.  But, I only learned it after losing a cow and the neighbors were there, at two in the morning or at three in the morning, to help you. That was community in the true sense of the word.  And, when my daughter was eleven, I think it was, she came to me and said, “You know, Daddy, this is really nice, we have ponies and apple trees and everything, but I’m never going to learn anything out here.  We should move”. And, so, I started looking.  And, very, serendipitously, Nancy, who had been looking at Chairs, came up to me and said, “You know, there’s this job in Stony Brook and I’m the token woman, but I’m not going to get this Chair, Herb Meltzer is going to get it”. Stony Brook was a new university with a very good neurology department with Bob Moore as Chair; it had superb physics with a couple of Nobel Prize winners and it had Brookhaven National Labs on one side and it had Cold Spring Harbour Lab on the other side. So, I said, “Nancy, that’s the one job I would like”.  And, she said, “Well, do you want me to call up the Chairman of the Search Committee and say you’d look at it”?  And, I said, “Sure”.  And, in two weeks, I had that job.  They just invited me out.  I gave a seminar and I got the job and we decided to move to Long Island.

AT: Had they offered it to her?

FH: I don’t think so. And, Stony Brook had all the promise. It’s a tragic story, because it could have been one of the great universities.  It really had promise.  My department had a research institute funded by the state of New York and called the Long Island Research Institute.  And, that research institute had some terrible people and it had some very good people.  Harvey Karten, a very exceptional neuroanatomist was there and had the resources to do some very interesting things.  When I went there, the department had been run by Stan Yolles, the former NIMH director, and was very community mental health oriented.  It had no real thrust in research and I thought I would try to build up some basic research.  Max Fink was there.  I encouraged him to really be part of Stony Brook, not Hillside.  We had Wally Mendelson doing research in sleep, and Lynn DeLisi in schizophrenia. I hired Bob Hitzeman as a pharmacologist.  He’s now out at Oregon, a very good Chairman of Pharmacology. We had about five or six groups of eple doing research that could interact, and what really appealed to me after I got there was that medical imaging had just started. The person, Paul Laterbar who won the Nobel Prize a couple of years ago for doing structural MR, was at Stony Brook at the time in the Chemistry Department.  And, I went to to him and said, “Paul, this is going to change medicine completely.  Would you be willing to move from chemistry to psychiatry if I made a whole building available to you”?  I had a group of sex researchers, Dick Green, Joe LoPiccolo.who were making a lot of money with infrared taining movies on how to make sex  and I thought, geez, I don’t really need this.

AT: Infrared movies?

FH: They had a camera, you see, so they could take movies in the dark.  They were probably forerunners of good pornography.  This was all educational.  They had a whole building. So, I encouraged Dick to go to UCLA and Joe went to Missouri.  

So, I had this empty building and I talked with Paul and he was willing to move.  And, I had a grant with Al Wolfe, one of the very early PET scan grants at Brookhaven National Labs and I thought we’ll have the NMR and PET and we’ve established contact between the Brookhaven physicists and the Stoneybrook physicists, talked to Siemens and got an agreement that they would give us three machines, one for spectroscopy, one for clinical structural MRI, and, a third machine for animals. Everything was in place, but Paul wanted one more position.  He wanted a pharmacologist position and I didn’t have it and pharmacology didn’t want to give one and claimed they didn’t have it.  So, I went to the President of the university, Jack Marburger, and Jack said, “no”! And, Paul, accepted an offer at the University of Illinois;  the Beckman Foundation, within six months, gave him thirty million dollars to form the Beckman Center.  He won the Nobel Prize, and I had an empty building.

AT: Did you say anything to the President?

FH: No, we had to move on at this time. I hired Nora Volkow and she was developing a very nice program at Brookhaven and l got the second round of PET grants but I sort of backed out of that and said, “Nora, that’s really your baby”.  And, then, I talked with Loran Mandel, who had become the Chairman of Neurobiology at Stony Brook and President of the Neuroscience Society and said we needed to find someway to form a Behavioral Neurobiology department.  At the same time, I had some ties with Cold Springs Harbor.we had one or two projects going with them and became fairly friendly with  Jim Watson and it looked like we could pull everything together.  So, we recruited David Amaral and Howard Eichenbaum.  I don’t know how well you know the field.  Howard is one of the really, really fine physiologists in hippocampal function and David is a world class neuroanatomist, and they came but their labs never got finished.  And, the Provost now decided that that wasn’t his high priority, so they said if those labs aren’t finished in six months, we’re leaving.  And, they didn’t finish them in a timely fashion and they’re left.  And that’s when I started looking for another job.  It became clear that this university, which had so many opportunities, was not going to get sufficient resources to become really great. In addition the State of New York had decided to close the major state hospitals and the very sick psychiatric patients were flooding the streets, since there was insuffiencient community housing. I found myself in the position of not being able to treat the sickest patients in our community since they were all uninsured. 

So I decided to look for another position and ultimately went to Germany in 1994. At that point, Stony Brook was in the top ten psychiatry departments in NIH funding. I just looked, recently, and Stony Brook isn’t even listed in funding anymore. It’s a real shame, because it had every element to become a great university. 

 There were three possibilitieswhere to go in the early ‘90s.  One was Stanford and I interviewed there and we got to the final part of the interview and they wanted to build a Charter hospital as part of managed care and I was very upset with managed care, at this point in time.  And, the Dean and I, in negotiations, got into a real fight, which I said I would not come if they built the Charter hospital and he said I wouldn’t get the job if they didn’t build the charter hospital and I said, “Fine, I’m just going to stay at Stony Brook”.  And, they put their search on hold and, finally, internally, they decided not to build the Charter hospital and after I’d taken another job, and Alan Schatzberg took that job, they never did build the Charter hospital and I think that was the right decision.  
And, then, I got a call from Harvard that, apparently, Joe Coyle had declined the Chair and would I be willing to apply.  I of course would be willing but talked to Joe and he decided to go after all. So, I had no real place to go. At that time I was on three advisory boards in Germany.  One was for the Dalhem Foundation, which was probably one of the most incredible foundations I’ve ever been associated with.  It was a post-war foundation, created in Germany, to advance science and they had four meetings a year and the board included three Germans, who I didn’t really know, and Jean Paul Changuex and I, and we were to pick topics.  They did things from mathematics to medicine, and the meetings, were structured by a woman named Silka Bernard, who was a real genius at doing this.  They were structured in such a way that you would take a field and you would ask what he major problem was in the field right now. Then, you would invite ten of the top people of the field to address the problem. Then, in that week, the group had to write a book, as a unit and that book had to be an idea about where the field is now, and where should it move? I was involved in several of these meetings. One was in depression; that is how I got started on my whole learned helplessness business. I was also involved in designing one in schizophrenia in the early 1980s with Arvid Carlsson and Tim Crowe. I remember, Arvid and I walking around the lake and he telling me, very, very clearly, how these inverse agonists would be the drugs of choice and, now, this year inverse agonists has finally made it to the market.  He had it totally figured out about twenty years before.  And, these meetings were very, very good and, through them, I got to know German, so I ended up on a review panel for the Max Planck Institute and on the review panel for the Institute that I now Head, the Central Institute of Mental Health. The Chairman of that panel was Jules Angst and the first year that we reviewed the activities of the Institute, I suggested they really had to broaden it from epidemiology and do some neurobiology. This was, apparently, something Heinz Hafner, wanted to do, Jules called me up and said, “You know, you really should apply for that”.  And, I said, “I can hardly speak German”.  He said, “It doesn’t matter, you’ll learn German and the potential there is really, really good”.  And, so, at that point, I really thought about it. I had been asked to direct the Max Planck in Munich maybe five years before, but our children at that point, were teenagers and the idea of taking American teenagers from Long Island, who didn’t speak German, to Munich, was impossible. So, when the kids were out of college, this next job came in Germany, and, at that point, my research had been diffuse.  
AT: Would you like to say something about your research at the time?

FH: I had done a bunch of work on mechanisms in depression in those years, using the learned helpless model, and had kind of gotten to the point where it was clear to me that pharmacology, when done on wild type animals, can give you very wrong answers.  And when we used really good models, we, sometimes, got very, very different results. At the time, at the end of the 1980s, the beginning of the 1990s, one of the theories in antidepressant action was that they work through the down regulation of noradrenergic-ß- receptors and we had shown that very clearly in our animal model, as well, and many others did it before and after us.  The interesting thing was that when the SSRI’s came out, they didn’t down regulate ß-receptors in wild type animals, but they did in our animals. At that point I decided to see if we could improve the animal model by out breeding animals with a strong tendency toward helplessness and animals that showed resilience and didn’t develop helplessness. This may have been the most important research direction I had, because it gradually became the sole focus of what was a very scattered set of research activities. I had done work on astrocytic cell function, on animal modeling and a little of imaging, but   in the early 1990s I was, mainly, dealing with managed care and I really wanted to get out of Stony Brook. I helped form a managed care company to keep the university afloat and the company was fairly successful, but I was working day and night on a business model, not on anything to do with psychiatry.  And, I realized that, as a Chairman, from now on in the United States, you’re not going to do much research, you will principally be concerned with business.
AT: Did you see patients at this time?

FH: Yes, I always saw patients.  I saw patients, a lot of patients, all the way through.  I think I’m a pretty good clinician.  One of my faults is that I collect very difficult patients, so that takes up a lot of time.

AT: Why not refer some of them?

FH: Because I get them in referral. For instance, in Iowa, in the end of the 1970s, before I left Iowa for Stony Brook, I had collected a group of patients with OCD and depression who were really difficult, essentially intractable.  They were all institutionalized and we, ended up doing psychosurgery to attempt to help them. That was published in the American Journal of Psychiatry. 
AT: Are we talking about lobotomy?

FH: We’re talking about cingulotomy back in the 1970’s, and I was scared to death of this.  I finally found a neurosurgeon to do it. We only did eight altogether.  The first one I’ll tell you about.  She’s the most memorable.  She was totally institutionalized.  She was washing her hands so much they were bleeding.  You had to bind them.  She was a mother of three.  She had been working.  She was completely incapable of dealing with her children or being with her family and she was, actually, disassociating as if she had a borderline personality and that made me very wary of psychosurgery, because usually it doesn’t do well with personality disorders.  But, nothing helped her and I looked in the cingulotomy literature and the capsulotomy literature and I decided that probably in the cingulate gyrus you might interrupt this circuit.  I mean, this was way before the imaging data we have today. And, then we made a cryostatic lesion, pretty small, two or maybe four millimetres and we did eight patients like that.  And, this particular lady was a total success. Now, deep brain stimulation is coming back for just this kind of patient. After her operation, it was clear to me that she had been alleviated from her terrible anxiety, but she was still depressed and I treated her with antidepressants. We stayed in touch for fifteen years.  She never relapsed.  She would send me Christmas letters, always.  And, she really was well.  And, what we think might be happening is, you disrupt a set of circuits and you create a situation, in which plasticity is there and you’ve, then, got to use that to get the brain back into a state that’s really stable and useful.  
AT: What do you think of ECT?

FH: I always used ECT; I used ECT in Iowa, but when I got to Stony Brook, I was, obviously, much younger than Max Fink  and Max was a very well known professor who he had his own very definite ideas about ECT. I, actually took his ECT course, because he simply knew more about it than I did.  He really knows that stuff and we did ECT together.  We did it together on very difficult patients many times and one of the interesting things about ECT is that although it’s widely used, and a better treatment than anything else we have, its effects often only lasts for a little while and you get relapses.  What Gerry Sanacora is currently doing, he’s using cognitive behavioral therapy right after a successful course of ECT and he’s finding that the relapse rate goes way down.  And I think with ECT, deep brain stimulation and psychosurgery you set up the brain in a way that you can relearn how to deal with your environment, with the stressors of your life, and if you relearn that correctly, you’re probably going to be okay.  But, if you don’t, you’ll probably relapse again.

AT: Does this go back to your early interest in learning?

FH: Yes probably. The idea that brain plasticity is the key, is something that has run through the last ten years, in Germany, of my own research and we can get to that.  
But, if we go back at that point at the end of 1993, beginning of 1994, I was very, very determined to get out of Stony Brook. So, I looked at this job and they had decided, in Germany that they would open two labs and that the new person could have one lab if he was interested in it this and that they would recruit someone, a basic scientist involved in Alzheimer’s research.  So, I talked to Jules Angst, at length, and decided, OK, I’ll apply for this job and when I got the job, I felt the crucial thing is going to be to find a researcher, who will go there and who will be a superstar.  I have to establish, immediately, that this place is a biological force and there were two candidates, who had that potential.  One was Roger Niche, who’s currently the Chair in Zurich, who took Jules Angst’s Chair, and Roger is one of the five or six best Alzheimer’s researchers in the world.  And, the other was Christian Haass, who is now a Chair in Munich.mI talked to both of them and I decided we would recruit Christian.  One of the reasons I decided was that his family lives in Mannheim where the Institute is.  He defined the action of some of the genes that are genetic risks for Alzheimer’s, the presenilin genes and he showed their association with the secretases.  He and Dennis, in large part, built up the whole amyloid hypothesis of Alzheimer’s disease, and I think he published, while he was with us, four or five Nature and Science papers.  He, immediately, established a high quality science and that allowed me to subsequently recruit other people to do that.  And, I had a plan.  I thought that the Institute needed to broaden beyond Epidemiology and include Addiction Medicine. So, I started a Department of Addiction Medicine, which was the first one in Germany. I also decided that we would become experts in behavior, because Heidelberg has an environment that is extraordinary in basic neurobiology.  It’s one of the great places in the world.  They have Thomas Bonhoffer, who was, at that point, making the BDNF knockouts and also Herman Bujard who invented the conditional knockout by turning off the gene with tetracycline. So, Herman was there, Bonhoeffer was there, Peter Seeburg was there and Peter has cloned almost all of the glutamate receptors and many of the GABA receptors. Further, Bert Sakmann is there, the inventor of the patch clamp and Gunter Schutz is there, who has done the most work on animal models of the HPA axis.  So, I figured if we could put all these people together, we would have a basic science contingent that could build a behavioral science base to support clinical research using imaging, of patients as a connection to the neurobiology in Heidelberg. That’s what we’ve begun over the ten years I’ve been there and it’s worked very, very well.  And, we were able to convince the German government to build a beautiful research building, which is now finished and it’s probably one of the better behavioral biology buildings in Europe and includes imaging, We developed some paradigms in schizophrenia that were very helpful in showing that the problems that you see in the visual system in schizophrenia are actually top down problems in which the information processing is screwed up, coming down from the frontal cortex. Then, we worked some more on the pathophysiology of the learned helplessness model. We started looking at BNDF and neurogenesis; currently, one of the real interesting models of depression is the idea that neurogenesis is changed.  Barry Jacobs, Fred Gage and Ron Duman have published theories about this and at the time that they were formulating those theories we started using the helpless model to explore that and I came to the conclusion that neurogenesis plays no role whatsoever in the etiology of depression.  I only know of two treataments of depression that won’t stimulate neurogenesis.  One is a drug that hardly works, so, maybe, it doesn’t count and the other is transcranial magnetic stimulation. Now, when you make learned helplessness, you subject animals to uncontrollable aversive stimuli, something really stressful….

AT: Like what?  I’m just curious. 

FH: Foot shock is the easiest, but you can use loud noise or anything that they don’t like.  And, if you do it in a controlled fashion, for instance, take two animals, have identical cages with foot shock, have levers in both, but have one animals’ lever deactivate the foot shock and the other one doesn’t do anything, then the executive animal very quickly learns to stop it.  

AT: This reminds me of the executive monkey experiments in the 1950s when researchers determined that the “exective monkey,” burdened by the responsibility of protecting his peer, suffered the most. Further research suggested tha tranquilizing the executive monkey improved his health and mood.   
FH: Other way around here and that’s just what I proved.  We did it with rats and the idea to me was, if loss of control is really a factor, then the monkey that has the control will do fine with the stressor, because he can shut it off.  The other one won’t and that’s the way it worked.  And, interestingly enough, all of them don’t get learned helplessness, only maybe, ten or fifteen percent.  And, if you do it right and we’ve spent years, literally, developing the model right, you get all of the clinical manifestations. You have changes in the HPA axis; you have changes in REM sleep.  These things are sensitive to antidepressants; they don’t breed as well; they lose weight, so they have face validity; they have pharmacological validity, but only ten or fifteen percent will do this.  And, ten or fifteen percent will be totally normal in everything you check them in.  So, what I did to check the neurogenesis in one group, give them exactly the same stress, because we know stress decreases neurogenesis and, then, look at the two different behaviors and the rates of neurogenesis in those two groups were exactly the same.  So, my conclusion is that neurogenesis isn’t driving the behavior.  Neurogenesis is simply reflecting stress. And, some people respond badly to it; others handle it, but neurogenesis is not the issue that determines that.  So, that’s very recent and it’s very debatable.  There was in August in Biological Psychiatry, called, Debates in Neuroscience, and Ron Duman had an article and I had an article.  He was for and I was against and we’ll see how it turns out.  Neurogenesis does something and, I mean, there has to be a reason that we’re making new cells in our hippocampus and we’re hardly making them anywhere else.  And, I think it has to do with storing memory.  If you think about it, bilateral hippocampectomy will render us unable to record new memories, but I could still give you this whole interview, because I’m not learning anything now.  I’m sort of recalling.  After bilateral hippocampectomy if I were to walk out of the room, and as charming as you are, if I were to walk back in, I wouldn’t recognize you.  I would start all over again.  Now, if the hippocampus is just recording the new stuff, how does the brain record information, how does it really learn?  It learns through connections, either strengthening them or making new ones.  
AT: I see.
FH: If you’re making new connections every time you take in a new piece of sensory information, how full are you going to get?  Computational neuroscience says that if you have a closed volume and connections are the way you encode information, that at some point, long before the volume is filled, you’ll create chaos with one more connection.  So, you’ve got to get rid of them, so that’s why we have apoptosis in the hippocampus, and we start our own neuron cycle and that’s why we have new neurons. Now, I haven’t been able to figure out how to cleanly prove that hunch, but Rob Malenka at Stanford has gone part way there in a very recent experiment that just appeared in Neuron, in which he shows that glutamate gradients, depending on how high they are, can tell a cell that is dividing, but hasn’t yet decided whether to be an astrocyte, an endothelial cell or a neuron, and it may well be that by controlling the levels of apoptosis and neurogenesis, you continually renew the slate.  And, so it could play a very subtle role in depression, but I don’t think it’s as simple as neurogenesis goes down and you get depressed.  That, clearly, doesn’t happen.

AT: Where would you say we are in the life cycle of path breaking discoveries in neuroscience?

FH: Oh, we’re exploding right now.

AT: Are we still in infancy and how much more can we learn?

FH: The brain is so damn complex, we’re not that old.  We aren’t even adolescents yet.  Wait till the hormones start flowing, but it’s all a matter of technique.  Look at what functional imaging has done for psychiatry in a decade.  I mean, we had no idea, really, where circuits were.  What happens with an auditory hallucination?  You can see it now and that has been incredible.  The next step is to combine the genetic information, the molecular pathophysiology and imaging.  You’ve got to put them together.  I think that we’re just at the beginning.  If we’re talking about research, I’d tell you about a paper, in which I’m, peripherally, involved in with people at my Institute. It’s really Marcella Riechel and Tom Schultz, but it’s going to change psychiatry, I think. It’s just been accepted by the American Journal of Psychiatry..  There’s a gene, GL 72; it has a bunch of names, but I’ll use GL 72, which is vaguely connected to the glutamate system, in that, it affects the D amino acid oxidase, which affects serine, which is a cofactor of the NMDA receptor.  And, this gene is clearly associated with schizophrenia.  Four groups have reproduced that now. Yet, awhile ago the same gene was clearly associated with bipolar disorder. So, the question, then, that Marcella and Tom asked was, what is really the association?  We’ve got two disorders that Kraepelin very clearly said were different.  We’ve got the same gene.  Is it psychosis?  That’s common between the two and if you took all the patients, who are psychotic, the association didn’t strengthen, particularly.  And, they had really phenotyped their patients.  So, they started to look.  What would strengthen the association?  And, it was paranoia.  If patients were paranoid, then, this gene played a role, whether it was bipolar or schizophrenic in nature.  So, they said, what’s paranoia, really?  And, they said, what’s really going on is fear, this fear of something, an unreal fear, but it’s a fear element and they looked for fearfulness and paranoia in higher association.  And, they said, if it’s really fear, what about panic attacks?  There is a positive association there as well and that’s what this paper says, that this one gene goes through three diagnoses and that’s going to change how we think about diagnosis and what we’re going to have to start to think about is, that our behavioral phenotypes are collections of pathologies that are very diverse and very dimensional.  And, we have tried to put boxes around them, but those boxes are probably all wrong and that’s why this argument, which I could never get into. Where is the boundary for disorder; what’s schizophrenia; what’s bipolar; what’s schizoaffective?  It’s nonsense.  It’s a smear and it’s a smear of a variety of genes and environmental factors and how they interact and they lead to the behavioral phenotype that you see.

AT: Does the DSM work?

FH: No.  DSM-IV is almost a joke.  They should wait for the genetics.

AT: I almost wonder why they can’t have a software program that is constantly being updated. Users will be given the option of simply downloading the latest findings.  
FH: Well, why do we use diagnosis?  We only use it in medicine for two things.  We use it so we can talk to each other and we use it so that we have an idea about prognosis.  That’s why we have diagnosis.  If I say you have schizophrenia, I’m going to say, “Ooh, you’re not going to do so well over time, probably”.  If I say you have bipolar disease, I’m going to say, “You could really get well”. .

We’re always going to create boxes, but there aren’t going to be real clean boundary lines anymore, I don’t think.  I think there are a bunch of factors that we have clearly identified in schizophrenia and most of them point to a neurodevelopmental hypothesis.  And, that’s an interesting story, too, the neurodevelopmental hypothesis of schizophrenia.  Actually, I think it was put together at Stony Brook by a guy named Irwin Feinberg.  Now, Irwin was a sleep researcher and he found changes in adolescent schizophrenic patients that he couldn’t explain.  We used to have lunch together and he would try to figure it out and he decided that it was probably because something is screwed up in their development posssily synaptic pruning. I think his paper stimulated a number of people, including Danny Weinberger, to really go after this.  But, Irwin really did that.  That was his idea. I think it’s a collection of developmental disorders.  You could smoke a lot of pot and have some genes wrong and maybe, a little bit of neuroregulin wrong and you’ll get one form of schizophrenia.  On the other hand, you’ve never smoked pot and you had a mother, who, unfortunately, had a virus in her second trimester and you’ve got a couple of other gene vulnerability factors and you will get another form of schizophrenia. But, on the whole, both of them have brains that didn’t quite develop right and they didn’t quite develop right, mostly cortically, mostly frontally. It isn’t one pathophysiology; it’s a collection of pathophysiologies and I think, it is for pharmacology in the future to figure out what are the genetic risk factors.  What kind of pathophysiology is it?  So, maybe, we can get specific treatments.  I mean, if you look at the genes in schizophenia, many of them are in the glutaminergic system; therefore, it’s discouraging that the recent studies on glutamate activation through glycine D-serine have all been so negative.  But, there must be a way of figuring out what kind of pathophysiology we have, once we know the genes that contribute.  And, I think, that sort of thing is going to take another twenty years, probably, so I don’t think we’re very far along in neuroscience.  I think there’s a long way to go.

AT: Let me ask you another question as I marvel at the experience your wife had at Hopkins.
FH: I’ll tell you a story when we’re off tape about that, but you’re not allowed to use this.

AT: OK.  Whatabout Sol Snyder waiting thirty-five years to say, publicly, “You know this was the right paradigm”. I’m wondering to what extent people overly invested intellectually, and maybe, even financially in certain paradigms slow the pace of the march of scientific progress?

FH: Well, of course.  Who does science?  Bright people, who are egotistic as hell?  Right?

AT: Well, you’re the psychiatrist.  You tell me. I’m a historian.

FH: What do you think?  You’ve seen a lot of them.  Am I wrong?

AT: I wouldn’t necessarily disagree with you.

FH: OK.  And, there are people, who want to achieve something.  So, they push their ideas and they tend to be loath to give up their ideas.  Sometimes their ideas are right and sometimes they are wrong but they fight for their ideas.

In my lifetime, I’ve met two people in science, who I would say, “God, you’re so much smarter than me that I’ll just be quiet and listen”.  Only two, and one was Aaron Katchalsky, who was one of the people who invented irreversible thermodynamics and he was, then, unfortunately, shot at the Tel Aviv Airport by terrorists.  He would have won the Nobel Prize.  The other inventor of irreversible thermodynamics did.  And, the other one was T. K. Lee, the discoverer of parody.  I think he got his Nobel Prize at twenty-six. Now, Lee has written a series of equations called, I think the Strain-Gage equations or something like that and they’re thought to be the basis, possibly, of a unified field theory and that would be, obviously, a second Nobel Prize.  And, Suella was very interested in creativity and was talking with him, once, about these equations and he said, “You know, I could almost not get them published, but I had a Nobel Prize and, so, they published them, but at the time when I published them, none of the data fit.  Everything we knew about the variables didn’t fit my equations, but these equations were so beautiful, they had to be true, and as we got better methods, it looks like they might be true”.  

AT: That’s frightening.

FH: Isn’t that frightening?  It was the beauty; it was the beauty of it.  That’s how he thought, but most of us aren’t able to do that, so we fight real hard for our mundane ideas and we think that each of us is great and the fact of the matter is, each of us is taking little grains of sand and putting them down on a coral reef and, once in awhile, somebody will lie or somebody will do something wrong, and that grain of sand won’t stick very long.  It’ll fall off, naturally, in the course of time, so as science works and, once in awhile, somebody will get a grain and they’ll break the surface and that person will get the Nobel Prize, like my friend Jim Watson.  And, Jim will be the first to tell you some of it is sheer luck meeting a ready mind.

AT: But, what if you get so invested in your grain and you’re so articulate you convince, say, a pharmaceutical company to develop a drug, based on this grain, and, it’s, then, given to patients, wrong idea, but all these people stubbornly backing it, don’t people get hurt?  I mean, isn’t there a kind of ethical dilemma?

FH: Isn’t there a check and balance in my grain?  If I convince the pharmaceutical company to do it, I’ve got to give them data on some animals; I’ve got to give them date on toxicology and, then, they’ve got to do a clinical trial.  And, if they’re halfway honest, it’ll either work or not, might even work because of some other mechanism that I never thought of, but if it doesn’t work, it should come out in the wash.  
AT: So, the truth, then, is that the checks and balances are overwhelmed by the suppression of negative clinical trial data on medications?
FH: No, because in the end, if people don’t get better, they’re going to stop using it.  Eli Robins once said to me, statistics are irrelevant in medicine if you have good medicines.  Fleming didn’t need statistics for penicillin.  We only need statistics because our medicines are so awful.  I mean, I’m in a huge debate, right now, in Germany over the use of acetylcholinesterase inhibitors in Alzheimer’s disease, which are marginally effective.  At best, you win a year in the progression of the disease and they’re expensive and it’s a cost benefit question.  Obviously, the marketing is done with enormous vigor. Now, certain countries may choose to pay it.  Other countries may choose not to pay it.  But, I think that people do get terribly invested in things, and money and power make them do very dumb dumb things sometimes.  

AT: Let me switch back to another topic. Do you think it is harder for women to break into the field?  You don’t see of many of them in the ACNP.
FH: I think it is harder.  I, obviously, have a soft spot for women.  Stony Brook had a group of women professors and they were really good. In Germany, I decided that I would create the first woman professor of psychiatry.  There’s never been one and I took a woman, who’s really tough and can be nasty, but I figured she’d have to be. It was the hardest fight I ever undertook.  I could not do it, although she clearly deserved it, academically.  She’s very competent.  It was, eventually, accomplished politically.  I’m not bad as a politician and I knew someone in the administration and I said, you should put some pressure on; this is a real issue, the other candidates are no better and it’s time for a woman, and they did it. But, now, the second woman has a Chair in Germany and it is opening up.  I think it’s much harder, sometimes, for women.  It’s harder for minorities.  It’s like everything.  It depends, partly, on your connections.  If you come from Hopkins or Harvard or Cal Tech or Stanford, you’ve got a great chance, compared to somebody coming from Kansas or Omaha or God knows where, and it’s just because of who you know.  
AT: Final question and, then, if you have anything to add, please do.
FH: God, I’ve already added everything. 
AT: For someone just entering the field, what pearls of wisdom would you share with them?  I ask this, pretty much, of everyone.  No one said, run away, go back, yet.

FH: No, I wouldn’t say, run away, go back, but I would say that if you want to go into research you have to love it.  You have to be obsessed a little bit with it, and if you’re not, then, think about something else, because it’s a pretty tough mistress and the rewards are fairly limited.  I mean, nowadays, with biotech, that may not be true anymore, but it used to be.  But, I think you really have to love it and that would be the thing.  I once had a very funny development.  Henry Eyring was a famous physical chemist. He was a Mormon and, as a result, was a racist and that probably kept him from winning the Nobel Prize, because he openly stated his beliefs. For some bizarre reason, he was at the University of Virginia, doing some sort of sabbatical type thing, and he used to have a lunch time seminar. I was trained as a physical chemist, so Henry Eyring was god to me and I went to this seminar.  And, we started to talk about membranes; I had just finished my PhD thesis on Black Lipid Membranes and I had worked out a crazy theory on what the Hodgkin-Huxley equation actually meant. It was totally wrong, but it kind of fit the facts, almost, and Henry and I got to talking about this over lunch a couple of times.  And, then, I, actually, showed him the map.  I mean, I, actually, showed him what I had done and I thought it was a bit of a joke.  It was almost a game with me and I forgot about it, and about four months later, Science comes out and his presidential address is this theory.  And, there’s a footnote of people he thanks, in type so small you need a magnifying glass, and in the middle of that, I’m listed.

AT: No attribution to you in the text?

FH: None, nothing.  And, I was furious not because he’d done it to me but because I thought it was probably bull shit. He was still in Virginia, so, I went to see him, and sputtered, “How could you do that without asking me”? And he told me to calm down and he said, “Well, if you want a career in science,” and he was an older man, “Let me tell you something. You’re not totally stupid.  You seem to work hard and those are important qualities, but what you’ve just learned here, you’ve got to have gall, boy; you’ve got to have gall”.  And, he took me to the door…..

AT: Another good lesson for the young.

FH: Yes.  So, it’s been a very interesting scientific life.

AT: And, it’s not over yet.

FH: No, hopefully not.  We’ll see.

AT: Good luck to you.  Thank you so much.  That was really great.

FH: God, I just chattered away.

AT: That’s wonderful.

( Fritz A. Henn was born in Ridley Township, Pennsylvania in 1941.





