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GARY D. TOLLEFSON

Interviewed by Joel Braslow:

Waikoloa, Hawaii, December 11, 2005

JB: This is an interview with Gary Tollefson.(  We are at the annual meeting of the American College of Neuropsychopharmacology. It is December 2005. I’m. Joel Braslow.

GT: I’m actually self-employed in a couple of different jobs.  I have a faculty appointment at Indiana University.  I’m doing consulting, primarily, with small and mid-size pharmaceutical companies in product development strategy, as an independent corporation called Consilium, and last, but not least, I am the CEO and President of a biotech start up, called Orexigen, which is looking at neural mechanisms in the treatment of obesity.

JB: OK. Where were you born?

GT: I was born in Minnesota, a small town called Faribault, which is about sixty miles south of Minneapolis St. Paul.

JB: And, tell me about your family.

GT: It was very small.  I was adopted.  I have no siblings.  I had a mother and father.  My father died when I was twelve, so the teenage years were challenging for my mother and I, with a low socioeconomic background. So, a lot of, I’d say, self determination, self reliance is necessary to get through school, but I have no regrets, looking back.

JB: What did your parents do?

GT: They both were European immigrants, minimally educated. My father worked in electronic machinery as a technician and my mother was a cook, a chef.

JB: Where were they from?

GT: Mother from Germany; father from Norway.

JB: And, they came here?

GT: Well, actually, they were second generation; their parents came early in the last century.

JB: Did they have expectations for you?

JB: I think they did.  They, of course, did not have secondary school education and, certainly did not have a college education, so I think one aspiration was to see me try to be successful and pursue my educational interests. And, of course, my father did not get to see that come to fruition, but it was quite important for my mother to see me be successful. And she took great pride in my completing college and, particularly, going on into medical school and residency.  That was quite unique for the family to have someone do that, so it was quite special to her.

JB: What was high school like for you?

GT: Well, I wasn’t a social extrovert.  I was very much into sports.  I enjoyed sports and that was sort of my competitor outlet. I did well in school.  I was a fairly serious student regarding my academics and, somewhat socially deprived when it came to my dating scene.  I didn’t do a lot of dating until I went off to college.   I had some good friends but interacted only with a limited subgroup of people. So, it was about working part-time, school; sports and that pretty well filled up the twenty-four hour cycle.

JB: Did you know what you wanted to do with your career, your working career?

GT: I did, in a sense. My father had a prolonged bout with cancer and spent a lot of time in the VA system. I was in a hospital environment at an early age, and obviously, it imprinted in me, fortunately, in a positive way, by a lot of the health care providers. So, I was very interested in health care.  And, I think by the time I got into latter part of high school, I was also interested in human behavior and psychology. The issue was trying to wed those two things and, not surprisingly, eventually, although it was by a curious route, it led to an interest in psychiatry.

JB: Did you have mentors or teachers at that time who were instrumental?

GT: No.  In retrospect, that’s something, I feel a gap or deficiency.  It would have been nice, but I didn’t.  To some degree, one has to be assertive and seek those things out. You know, you can’t sit back and wait for someone to come and volunteer. I had to be very self reliant and do a lot on my own.  I guess no one ever really stepped in to take that father figure role, by any means. So, it’s been more through developing relationships and friendships with people and really learning, maybe, the hard way.

JB: How did you decide on a college?

GT: Well, you know, I grew up in Minnesota, so, from an economic viewpoint, the incentives were to stay in the state and to go to a state university.   I had thought about leaving, but my mother was the only one at home, and to move too far away from home would probably have not been healthy for her. And I had also some good friends from high school that were going to the University of Minnesota; anyway, and I had good feelings about the university program.  I knew they had a very good medical school and, so, this was a logical choice.

JB: At that time you were ready to go, you knew that you’d be in medical school in a few years?

GT: Yes.

JB: What did you major in college?

GT: My undergraduate major was in Psychology. It was a little different in the school of Liberal Arts.  It was really a double major in the sense that they had a science program that was called Pre-Med, and I was, obviously, taking that curriculum.  But, in parallel, the University of Minnesota was blessed with a very strong psychology program and a good legacy all the way back to Skinner. And, so, I did that double major as an undergrad.

JB: So, you thought for sometimes that you would be a psychiatrist?

GT: Well, I did, but to be honest, back when I was in school and in training, there was a lot of stigma about the field, so I started out in Neurology, because, somehow, that seemed to be the more acceptable alternative.  And, rather than being a neuropsychiatrist, I was looking at the opportunity of being a psychoneurologist.  But, actually, I started my residency training in Neurology, and I really liked the academic side of Neurology, but there were, a lot of serious chronic diseases, and there was very little to offer therapeutically. And, then, I actually did develop a positive mentoring relationship with the Chairman of the Department of Psychiatry, in the program I was training. He was very encouraging that if I wanted to switch into Psychiatry he would help to facilitate that. So, the rest is history from there.

JB: What year was that that you made the switch?

GT: It was after my first year of residency training.

JB: So, where about are we now, what year was that?

GT: Calendar year?

JB: Yes.

GT: Oh, gosh, that’s going to be a tough question.

JB: What year did you finish?

GT: I finished medical school in 1976, so, I guess probably around 1981, something like that.

JB: What was it you saw in Psychiatry, at that time, that made you hesitant and, then, allowed you to accept that as a career path?

GT: Well, I was always fascinated by human behavior and kind of what makes people tick and do what they do.  On the other hand, I was interested in how stress and environment influenced physical health. I liked the interface between psychology as a behavioral discipline and medicine, and psychiatry specifically offered an opportunity to look at the psychosomatic interface.  Of course, back then, psychosomatic medicine was a very hot topic and there was a lot of interest in it.  So, that was really the magnet, I think. I was interested in the areas of the brain that were involved, or at least we thought were involved in regulating behavior and I found the biological aspect of psychiatry to be very attractive.  What kept me, as I said earlier, from initially getting into psychiatry was really the stigma.  At least, in my training program, it was great if you were going to go and be an orthopedic surgeon, or it was great if you wanted to go out into the community as a family practitioner, but psychiatry was seen as just a lot of those weirdoes.  There weren’t a lot of extremely positive role models within the program of psychiatry, so it was something that you didn’t necessarily feel proud to talk about to others that I’m going to do, as my specialty training; whereas, in Neurology, particularly at Minnesota at that time, there were some extremely strong personalities who were leading that department.  It was one of the best, nationally.  The chairperson, Dr. A. B. Baker, was a classic figure in Neurology and had written a classic text of neurology. He was an outstanding teacher and mentor, so it was much more credible, shall we say, to be on the pathway of neurology at that point in time.

JB: Was that, in part, because the psychiatry department was psychoanalytically oriented?

GT: Yes, as well as they were family therapy focused, and certainly non-biological, at that point in time.  But, I think if you look back into the 1970s and the early ‘80s, the field of psychiatry, for the most part, wasn’t held in high esteem and by a lot of people, it was considered not to be a legitimate medical discipline.  It was almost like leaving the field of medicine.  So, that was an issue at first that influenced me.

JB: Do you think that’s changed?

GT: Well, there are residuals of that opinion that’s still out there, some of it deserved but much of it not.  I think it’s lessened dramatically.  On the other token, I think we saw in the late 1980s and the ‘90s, an increase in the interest in psychiatry as a specialty.  I think, to some degree, that’s waning a bit.  People are being lost to, either basic sciences or other disciplines.  People that might have gone into psychiatry ten years ago, I think, are a little bit more reluctant, maybe, for different reasons today than they were at the time. But, nonetheless, I think there is that issue that we’re not always attracting the best and the most brilliant minds into the field and I think that does have a prognostic implication for the future of psychiatry.

JB: What do you think the reservations are now about going into psychiatry?

GT: I think there is an issue about the overall credibility of the field.  I do think, of course, the Decade of the Brain made a positive difference in trying to imprint a medical discipline to the field and I think psychiatry research has improved.  It’s a more rigorous discipline, but I think a lot of people still are just unfamiliar with the area.  They have their preconceived ideas about what it means to deal with a schizophrenic patient or a depressed patient and, perhaps, don’t appreciate how rewarding the field could be. And also, probably don’t see it as financially lucrative as procedurally related specialties. I think there are probably two phenomena that are interacting. It may be less attractive to go into medicine because of the regulatory environment that we see, and liability components. Some people that might have gone into medicine, I think, are going into other disciplines. And, then, within medicine, I think there’s an increased reluctance to go into some of the softer disciplines.

JB: So, what happened after you did your psychiatry training?

GT: Well, I ended up staying on in an academic faculty appointment and started off in Consultation Liaison Psychiatry and, in concert, was doing some bench research.  I was pursuing my PhD, in parallel, so I was working with a joint program between Pharmacology, Biochemistry and Psychiatry studying muscarinic acetylcholine receptors.  We were looking at muscarinic receptors on the erythrocytes and comparing them with that within the hippocampus to see whether we could use erythrocytes as models for studying the relationship between the effect of drugs on cognition and on muscarinic receptors.  So, I was doing that PhD thesis and, at the same time, doing Consultation Liaison Psychiatry.  I really enjoyed it; I liked working with psychiatric problems in a medical, surgical setting.

GT: At this point, did you start to imagine that your work was going to have an overriding objective or primary goal?

GT: No, I can’t say.  I think what I was interested in first was writing and publishing, case reports. Rather that just focusing on one particular aspect of research, I enjoyed the diversity of looking at different kinds of issues and problems; although, I suppose the common denominator was that there was an underpinning of psychopharmacology. And, certainly over the first few years, I began to move in the area of psychopharmacological research and did a lot of translational work between the bench and the bedside.

JB: I’m just struck at the way you seemed, from the very beginning of college, to be straddling a couple of different perspectives and trying to combine them.  Was that something consciously in your head at the time, or something you just felt was great?

GT: I think probably the latter.  When I look back now, I think that sometimes we have a lot of artificial boundaries; we create categories.  I did enjoy working across those apparent boundaries and trying to synthesize or integrate things. And, it was also challenging to work across different disciplines.

JB: When did you set up your own lab?

GT: Probably about my fourth or fifth year after training, I started following up on my PhD thesis, and started doing a fair amount of work, principally on muscarinic acetylcholine receptor activity.  But, then, I also got involved in administrative matters; started doing some additional outpatient clinical research.  I had some grant activity in that area.  We had a multi-specialty physician practice, even though it was a university based operation.  I got involved with the board of directors there, so I got into the business side early. And, eventually, something had to be given up, and it turned out to be the lab research.  So, I started focusing more on clinical research and, then, got more and more into doing administrative activities, at the medical center level. But, then I also became Chairperson of our major teaching hospital.  So, that took me down a business administrative route in parallel to the research while still trying to keep up with clinical care and teaching.  There wasn’t a lot of time left over, so the basic science piece is what got left behind, I guess.

JB: So, tell me about your clinical research at that time and what you liked about it.

GT: It was primarily pharmaceutical research.  I did have some projects that we were doing that were funded federally; one of them was a classic project that Bob Prien had been involved with, looking at lithium and its’ long term effects on prevention of recurrence of disease. Subsequent to that, I developed an interesting multi-center project that focused on cognitive psychotherapy, looking at cognitive therapy vs. drug vs. the combination. It was one of the first combined efforts in that area.  I was working with Steve Holland, who, still, I think, is very interested in that area of research.  And, we did a number of drug studies, as well.  We had a diverse and fairly large clinical population and first we started working in the areas of depression, anxiety, and Alzheimer’s and, then, later, in the area of schizophrenia. I enjoyed learning about the novel pharmacology of some of the molecules we were working, and learning a little bit about clinical trial methods and about regulatory environment.

JB: These were Phase III trials?

GT: Phase II and Phase III trials, principally, occasionally some Phase I trials. But, it was usually pre-approval kind of activity. And that turned out to actually be one of my early introductions to the pharmaceutical industry, which also played a major role later in my life, because I spent about fourteen years at a large pharmaceutical company in a senior role.  So, you know, when you look back, these were all sort of entrees to different opportunities.

JB: When was that you did these industry funded clinical trials?

GT: It was between year five through year eight or nine after residency.

JB: In the 1980's?

GT: This was taking me into the ‘80s, exactly.

JB: An interesting time.

GT: Yes, and around ‘85, I became Chairperson of the department at a major teaching hospital while continued to try to build a research center and recruit people that had a similar mindset.

JB: Was there anything unusual about building those kinds of relationships with companies? What was it like to put yourself into that world?  Were others concerned about it?

GT: To be honest, those relationships are more stigmatized today than they were back then.  People at the time either had a relative disinterest or had a degree of apathy regarding the whole issue of the industry and academic interface.  It was not necessarily seen as prestigious as federally funded research; I don’t think that it was really on a lot of people’s radar screens.  In my experience it had to do with the credibility of the individual people rather than the company or the research itself.  It really got down to people; there are some people that I really enjoyed working with and I had tremendous respect for and trust, and there were others that you run across where you don’t have those same positive feelings. I think that has been true throughout my career in whatever area I have worked.  I think we have to stay away from trying to lump and  stereotype people, based on what they’ve done or what they’re doing because a lot of it is really about the individual, a lot more than it is what organization he or she are in, per se, or what kind of discipline they’re in.  It’s really about the person and, so, that’s really been a cornerstone. I went through my career, which has had its’ pluses and minuses, but I really believe strongly in the integrity of the individual.

JB: Thinking back on your early research, what’s the work that you did that you’re most proud of?

GT: Prior to going into the industry?

JB: Yes.

GT: I think probably it would be the offshoot from my PhD thesis we were talking about earlier, for example, the effects of lithium on muscarinic receptors and the role of acetylcholine in bipolar disorder.  One that I think was really interesting, that I enjoyed a lot, was looking at the effects of chronic alcoholism on cholinergic activity, and, in fact, showing that younger chronic alcoholics had some of the same decrements that you saw in Alzheimer’s patients, suggesting that alcohol, as a toxin, was prematurely inducing a senescence, a cholinergic senescence, so to speak.  And, so, I found those kinds of projects quite interesting and I felt good about them.  But at that point, being in a relatively small medical center I also realized that a lot of the work that I could do was influencing on a small scale. One of the opportunities that I saw was the chance to make a much bigger difference on a much, much broader scale and that was to take the big risk to leave an academic position and a department chair to go into a drug company, which, at that time, to some degree, was the dark side for a career.

JB: And, tell me more about what was risky about it. 

GT: Well, giving up the image of being an academic psychiatrist, and academic researcher to go into the pharmaceutical industry - which was not necessarily always viewed as research that was done at the same level of rigor, integrity, objectivity - that also turned out to be a challenge.  And the challenge was to build a neuroscience research program within a large pharmaceutical company that could be respected for the quality of the people and the integrity of the work that was being done. And that really was a lot of what I did through the ‘90s, when I joined Eli Lilly and Company and went into the neuroscience division, eventually leading the neuroscience division.
JB: Did you worry that you wouldn’t be able to go back into academy?

GT: Yes, so what I did was to “cheat”. I took a leave of absence from my academic position for a year. There were times I was close to going back for a variety of reasons, but I’m glad I stuck it out although, I think there is the opportunity to move back and forth, and subsequently, other people have shown that you can do that.  You can go bi-directionally as long as you keep up the credibility of the research you’re doing and the relationships.  You know, you can go back and forth and there’s no reason you shouldn’t be able to.  There shouldn’t be a barrier.  But when you’re first doing it, especially, when you were part of an earlier generation of academic researchers, you have that concern about whether or not you’d be able to go back if you wanted to go back. And the longer you’re in the industry the harder it is, I think, to go back, and that was certainly a concern.

JB: Is there something that companies or the NIH or academic centers should do to make that easier to go back and forth?

GT: Yes, the more the two come to the realization that they are partnering and working together they can serve the greater good in a much more effective manner.  I think a lot of it is sort of artificial barriers and perceptual barriers that really harm reality.  You know, there’s always a lot of lip service about a private-public partnership when it comes to research, but with a few exceptions, it’s been hard to put that into practice and see it operating on a larger scale.  So, there still isn’t as much interchange across fertilizations that I think there could be.  I think the college here is an example where there’s still a struggle trying to understand the role of industry, but, more specifically, the role of industrial scientists.  So that issue plays into the ability to be perceived with credibility and move back and forth.  It is doable, but it takes work, I think.  So, ideally, going forward, I think it would be important to have a better understanding by both sides and a greater effort to truly partnering in research. And looking forward, I think, the economics are going to demand that there be more synergy and less redundancy.

JB: Do you think science is done differently in industry or that industry scientists are different, in any important aspect from scientists in the academy?

GT: Ideally, no.  Based upon my experience at Lilly in the 1990s, I think the quality of the science, the rigor of the science is perhaps greater in the industry, because one had to overcome some of the stigma when it came to publishing and because it’s a regulated industry.  You know, people can end up in jail, which is not necessarily the case in academia. So, when it came to the rigorous statistical analyses and the rigor of maintaining a good double-blind design, I think the quality of the work done by industry often was, at least, as good as, and often surpassed what you might see coming out of an academic center. I think it was always perceived that way. Part of the problem was that there was also some Phase IV research done by the industry that probably didn’t have that level of rigor ad appeared to have bias in it. And that research creates an image that taints a lot of the more impressive phase II research or even preclinical research that goes on within the industry.  I think that some of that work is really impeccable science in the industry and extremely well thought out; the risk and the reward are so big and on such a large scale that one can’t afford to make big mistakes.

JB: I don’t know if you have an example from the time you were at Lilly, about the kinds of misperceptions that came up about what you were doing or what your department was doing, or something that needed to be mend?

GT: One of the first issues that I had to deal with, which is somewhat related, is the issue of antidepressants and suicidality, which, interestingly, is back on the plate now from a child adolescent perspective. In the early ‘90s, based on some academic case reports, anecdotal uncontrolled observations, this whole issue, that antidepressants induced suicidality, gained tremendous momentum. Part of the issue, initially, was the belief that the pharmaceutical industry wouldn’t and couldn’t pursue a credible objective evaluation because they’re biased and they are in conflict because of the commercial sales of these products. So, one of the great challenges for us was taking a leadership role in this case at Lilly, and to put together very objective analyses of well controlled prospective double-blind databases to really address the hypothesis.  It was a hypothesis that really had to be addressed with significant scientific rigor and using double-blind methodology.  Obviously, as you well know, suicidality is part of depression, and so, when someone who is depressed and becomes suicidal, it could well be the disease. So the question was how to separate the natural course of the disease from a theorized iatrogenic cause that antidepressants induced suicidality. I think the double-blind methodology was the key.   While it’s not without some critique, I think it is the best thing that we have to offer in the field.  The other thing was being able to pool lots of data from lots of different sources so that the sample size was large enough to eliminate some potential biases.  And, we presented the data and worked with the FDA and the Neuropharm Advisory Committee. And, I think that made a major difference, because there was a time when antidepressants, could have been taken off the market or certainly could have had profoundly restrictive labeling. That, I think, would have been to the detriment of patients.  Even without it in many cases, patients stopped their medication without talking to their physician and got into clinical trouble relapsing and, even, in fact, becoming suicidal due to the disease.  So, there was a bias to try to overcome. These questions can be addressed with appropriate scientific rigor by the industry.  But, again, it falls back on individuals. You had to have the commitment and integrity and the support to pursue that.

JB: When you were trying to manage that, who, helped to figure out how to make your case? 

GT: One of the things I felt good about my legacy with industry, was of being able to come up with some ways to test this question, by leveraging a large existing database. What made that more successful in bringing it to fruition was a combination of partnering with the right academic consultants who could bring in additional perspectives and having a very talented internal group to operationally carry out a lot of that work, whether it was statistics or clinical development, or whatever. It had to be a team approach and we had a very good internal team, which is essential to be successful. It was complimented by that consulting academic outside perspective that could enrich the discussion and the analysis of data. Last, but not least, you can’t do this in any environment unless you have supportive management. The management team, if they support it can make it happen.  When they don’t support it and don’t believe strongly in it, that’s when it doesn’t necessarily happen with the same degree of rigor and that’s when some of the stereotypes that we were talking about earlier can emerge.  Fortunately, I think, at that point in time of my career, there was very strong interest in letting the science answer the question and let the commercial ramifications fall where they may.  But, the important thing was scientifically addressing the question and coming up with the right answer.

JB: Do you have an idea why the issues and concerns about suicidality came and went and then came back?

GT: Why is it back?  I think that one of the problems is that we have not come up with more sophisticated ways to assess suicidality.  It’s still often based on crude observations.  And, one has to look at the data with significant rigor. My understanding of the child and adolescent database where the renewed interest originated from is that, there were no fatalities in that database.  Yet, it’s perceived that when we’re talking about suicide it must be that people are dying.  Secondly, a lot of the activities which were not necessarily self-directed aggression in sense of fatality or high risk of mortality were lumped together with intentions. And, if all got lumped together as suicidality and when you look at those data, you saw things that were suggestive of a trend.  But, when you really look at the data and dissect it apart I don’t think there’s a signal there.  The bottom line to your question, why did it happen is, that we still don’t look at adverse events and, specifically, we don’t look at suicidality in a sophisticated way and we don’t use good clinical skills often to categorize or describe things. 

JB: I wondered if you had thoughts about what psychopharmacology could do to better communicate what the field is to the public.

GT: Yes and that’s what the Decade of the Brain was going to be about when Congress supported it in the ‘90s. But, I think it never really quite came to fruition. I don’t think the media found the story to be as sexy and as interesting as one would like it, so the tendency was to cover the more sensational, negative, anecdotal things about mental health and not to put the effort into trying to educate people on understanding the brain.  And, as long as the media doesn’t perceive that to be an interesting and worthy topic, people are going to continue to be relatively ignorant about it. I think that if people are only influenced by movies where they see somebody’s bizarre behavior, they would generalize that to an entire understanding of psychiatry.  So, it’s all based on negative anecdotes. I don’t think there has been a concerted effort to really try to educate people. And, to some degree, the media has to accept some responsibility for that, because they haven’t seen that as interesting. Where else can people get information other than the media anymore?  The media does dictate what we know, what we think, or what we don’t know.  So, until we have a very strong collaborative campaign to try to educate people about mental health, the role of the brain and behavior, I see little change, unfortunately.

JB: OK, tell me about your decision to leave Lilly and do other things.

GT: I had a chance to have a lot of different experiences there, all the way from pre-clinical evaluations of compounds and prioritization of strategic planning to move human testing through all the phases of drug development.  I also had experience to commercialize a product as a product president, which was to oversee the entire global neuroscience portfolio from clinical to commercialization, working on a global basis with international colleagues.  So, the great thing was that I had a chance to do lots, lots and lots of things.  The bad part was that as in any large environment, and with the changes that have gone on, it was getting more and more a bureaucratic, and I felt it was harder and harder to get things done in a timely way; management was less and less receptive to innovation and more and more oriented to risk aversion. I felt it was time to do some things on my own and see if I could, in that environment, recapture some creativity to do some more novel things that I think I had a chance to do through the early ‘90s. But by, certainly, 2000 – 2003 that was much, much harder to do in a large pharma environment. That made me interested in the biotech world, which is where I am now in. the third phase of my career.

JB: It was interesting the way you described your work at Lilly; that you could see all the way through from basic science out to global markets and think about from creating a product and distributing it.  I imagine that was particular to your position. Are many people in companies who could have an eye on the full array all the way going? 

GT: Yes, although they may not get a chance to do it first hand, but there is an opportunity for many to see the big picture, because you can’t do your work effectively without a longer term vision and a strategic plan.  Then, again, you also have to learn about implementation and the operational part of it, because it’s great to have a vision but if you’re not able to implement it you’re never going to get anywhere.  So, you’ve got to have that effective plan to implement, as well.

JB: A little bit different than academia.

GT: Yes.  Well, I think, there’s certainly a much longer range vision in what you’re doing and on a much larger scale, and with a much greater complexity. The international aspect of it is just one example of complexity that one deals with.  So, it is definitely a team effort and you have to have people from lots of different disciplines, probably in a sense, not unlike as in a psychiatric unit where you bring people from different disciplines together. But in industry of course this is on a much bigger scale with people not only from medical and healthcare disciplines, but also other disciplines outside of medicine. The fun part of it is that it’s very much team dependent.  On the other hand, it also lends itself to creating a lot of bureaucracy, checks and balances, committees and things when you’ve got that many different people involved as decision makers. You lose a sense of one person being empowered and accountable, which is something that I’ve been able to recapture now.

JB: So, what kind of innovation and creativity were you interested in?

GT: Well, initially, it was more just trying to leverage my experience as a consultant and be able to take the experiences I had, and help people that are in a start up phase; help them be more efficient, let’s say, in getting from point A to point B.  But, because of my background, I started to helping them to look at the overall management and the direction of a company, not only on its science, but also on its’ financing and developing relationships, etc.  And, then, with one of the particular companies, the opportunity to be CEO opened up, and I was recruited. It’s a company that is focused on some very novel pre-clinical science on the hypothalamus and looking at understanding appetite and satiety mechanisms and why when you first lose weight there’s a tendency to regain. And, I really enjoyed it. It was a chance to get into to some really interesting neuroscience. It was also a new area for me and it was very stimulating to learn about obesity, and also of making it a business. We were operating in a business model; taking existing molecules, screening them and putting them together.  And I became, overtime, an advocate of combining medications.  The reality is, if you go out and look at clinical practice, more often than not, people do combine medications and what that says is, that existing drugs really are inadequate in achieving response and remission for a large number of people. Clinicians, obviously, in their own intuitive way, are trying to find combinations that will give them better outcomes. So, we’re combining certain unique drugs to provide longer term sustained weight reduction. And, that’s been fun. .

JB: Well, obviously, you’ve found a lot of advantages to being able to work in companies and do science toward creating a product. Do you think there is any drawback for increasing cooperation and partnership between academics and companies?

GT: No, not really.  I think that some people might think there are drawbacks because of “commercial bias”.  I think industry is becoming increasingly transparent because it’s required to.  I think, in academia, there is a way to go to get there yet.  I don’t think the ethics in being an industry scientist need to be different than the ethics of being an academic researcher.  There should be a single set of ethics that are applied to anyone doing research.

JB: There is a concern that academic science is less and less transparent, and that open communication is less common in the academic circle.

GT: Yes, and the more people have tried to deal with conflict of interest, the more people find ways to circumvent it.  

JB: I am wondering how you balanced your professional and personal life; do you have any tricks?

GT: No.  I wish I had. . I think that is a major challenge. People talk about work - family balance, talk about how important it is, but very few of us, does it effectively.  And, I certainly wouldn’t put myself forward as the ideal template for that.  As you do get older you do look back and you see where, a lot of times your balance was towards work and less towards family and you’d like to go back and rebalance that and, you know, you can’t.  One of the reasons I left industry, that we didn’t talk about, was that I wanted to have more free time to, either, do the things I wanted to do, personally, and/or things around family that I didn’t spend as much time at. 

JB: You were doing a lot of interesting things; what has been, for you, the most exciting kind of thing that you’ve gotten to do in your career?

GT: The drug industry, as a research venue, for the most part is relatively fragmented. I mentioned earlier the complexity of trying to pull together people from many, many different disciplines in order to make decisions, move projects forward. There was a paradigm that was developed by a Harvard business professor to pull things together by so-called, “Heavyweight Teams”. It was used in the auto industry and computer industry, but hadn’t been used in the pharmaceutical industry until in the mid-90s Lilly opted to try that model. In a Heavy Weight Team, a single leader brings people from all these different disciplines together. .Everyone reports on a particular project to that leader instead of their respective home bases.  We did this with a demonstration project for the development of Zyprexa (olanzapine) and I got to be selected as the leader for that Heavyweight Team.  We were able to develop Zyprexa and launch it with a very strong package and lifecycle plan in a fairly short order. The drug became a very large commercial success, and it changed the lives of many, many people.  And, that, looking back, was a tremendously rewarding experience. Rather than people coming in and saying, “I’m a statistician” or, “I’m a toxicologist,”.people would come in and say, “I’m working on Zyprexa to help treat schizophrenia”. There was an enthusiasm and excitement. But one of the problems within the pharmaceutical industry is that it’s much like a pendulum and models and things change, go back and forth, back and forth, and, so, just about all that was good in this model, to a large degree, has been somewhat disassembled. But it was a great experience.  .

JB: It’s really interesting. 

GT: There was a vision and a common purpose, but it also points out the value of a positive work environment. You can be doing interesting research, but if you’re not in a work environment that you’re happy about or you don’t have the collegial interaction that’s stimulating, then, you lose a lot. So, it’s not just the work you’re doing, but the environment that you’re doing it, I think makes a difference.  So, that was the ideal time; it was a great exciting project in a tremendously stimulating work environment with a lot of really talented people that were highly energized and motivated to make this happen.

JB: Ultimately, it was very successful.

GT: Yes.

JB: Can you think of the thing that you liked the least about your work what you’ve done in your career?

GT: Maybe the political side of the business.  You see a lot of people who are very political and that is a way to move ahead in our environment.  It’s where society is.  But, that’s something I’ve just never been motivated for. I don’t find it particularly rewarding. I think there’s a fundamental interplay of what you know and who you know and I’ve always been uncomfortable with the people that don’t know a lot of what, but know a lot of who’s and that can sometimes be, for example, within the pharmaceutical industry, a way to be successful. 

JB: Are there other important things that we haven’t talked about that you’d like to talk about?

GT: Well, you’re assuming that what we’ve talked about is important.  I don’t think so.  

JB: Are you sure?

GT: I think maybe one thing that I would like to end with: and that is about future.  I think the future of psychiatry and psychopharmacological research is at a kind of crossroads. A lot of the enthusiasm about the early discoveries in neuroscience has waned, because we haven’t really been able to translate some of that into clinically meaningful information. A guy had raised the question how many articles have you read over the last two to three years in the American  Journal of Psychiatry, or the Archives of General Psychiatry that changed the way you practice medicine, and the answer of the vast majority is: “zero”. That is the issue.  That is the issue: our research is not making as much of an impact on improving the quality of care and dealing with  unmet needs we have in the field as it should. And, that’s one of the challenges that we face going forward, to make research more relevant for clinical care. I do think that does come through translational work. I think our colleagues in oncology have done a nice example of making that happen. Everybody is sort of shifting and placing their bets now on cancer and oncology products. That is a hot area and neuroscience and psychiatry is becoming less and less interesting as a target for research.  So, let’s just look forward and say that the drug industry, by and large, significantly reduces the funding for research into psychiatric disease ten years from now; what is that going to mean for the College and for the people working in neuropsychopharmacology? I think there are some issues that are really going to be quite challenging for us.

JB: That’s great.  Good.  Thank you.

GT: Good enough.

JB: Thanks a lot.
( Gary D.  Tollefson was born in Faribault, Minnesota in 1951. Tollefson died in 2009.





