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STEPHEN M. STAHL

Interviewed by Andrea Tone

San Juan, Puerto Rico, December 13, 2004

AT: My name is Dr. Andrea Tone and we’re at the 2004 ACNP Meeting in Puerto Rico and this afternoon I have the pleasure of interviewing Dr. Stephen Stahl.(  Thank you very much for agreeing to be interviewed.

SS: My pleasure, Andrea.

AT: Let me start by asking you how you got interested in medicine.

SS: I was interested in medicine from the very beginning of school times.  In fact, I have been told I drew a picture, as a kindergarten student, drawn with a stethoscope around my neck, doing rounds on patients in bed.  I don’t know where that came from, but I always kind of thought I’d go into medicine and I was interested in science.  I did, science fair projects, which school boys do, even, in grade school and junior high.  And, in fact, the ones I always chose, after about the eighth grade, were all in the brain, so I always had very much of an interest in that from a very young age.

AT: You don’t know where that came from?

SS: No, I don’t know.  I just had an affinity for it; it captivated me and interested me, but I was never quite sure whether I wanted to be a neurosurgeon or a scientist or a neurologist or a psychiatrist.  It took me a while to figure out how I wanted to skin that cat, but I was always interested in how the brain worked. I found it to be fascinating.

AT: OK, so you did pre-med studies.  What was your major?

SS: I was in a kind of very interesting program, called the six year medical program, an honors program where they, actually, accepted a limited number of high school students right into medical school. And there were thirty of us that had two years of undergraduate school at the North Campus of Northwestern University in Evanston, and we were already accepted to medical school if our performance was okay. So we had an accelerated undergraduate curriculum and, then, went to medical school after two years of college.

AT: You never had any doubts along the way?

SS: No, I never looked back.  I was interested in a lot of things.  I marched in the marching band; I did that as well for the first two years of medical school. I, actually, went overseas with my professor before my freshman year in medical school, which would have been at the end of second year of college. He went on sabbatical and I went to Germany with him for that summer, doing research, as well.  So, I had already a connection with one of the medical school professors in college and was doing research at the medical school while I was, actually, in Evanston. And, I was, also, playing in the marching band in Evanston when I was in medical school in Chicago.  It was a very good program, a very rich program that allowed you to work outside of curriculum and work at your own pace.

AT: Now, you seemed to have expressed, very early on, an interest in neuropharmacology.  At what point, in your extended medical education did the light bulb epiphany occur and you say, “Ah, ha, this is it”?
SS: I was interested in the molecular nature of learning in a planaria and goldfish in high school.  So, I think the light bulb was a little dim then but going on and I was, actually, always interested in how drugs worked in the brain and didn’t know whether I should be a neurologist or a psychiatrist.  I was, also, kind of distracted by the glamour of neurosurgery, but, actually, found that the reality is that most neurosurgeons didn’t help that many people and the techniques were very fascinating, but the outcomes weren’t so good.  So, I didn’t really decide that I was going to be a pharmacologist of the brain until I was, maybe, a junior in medical school.  At that point, I was in a MD, PhD program, trying to decide whether I was going to do biochemistry or pharmacology, whether I was going to be a neurosurgeon or neurologist.  And, actually, I decided to be a neurologist and got my MD and a PhD and saw myself as a pharmacologist of the brain.  I thought that psychiatrists were a little loony, maybe, and a little bit difficult, and I wanted to be a real doctor, so I aimed first to be a neurologist.
AT: Can I pre-screen that?  What was happening in psychiatry at this moment?  Take us back to that time and let us assess psychiatry through your eyes.

SS: Well, now, you’re looking at a nineteen or twenty year old, who grew up in the Midwest, and whose parents wanted him to be a doctor, and were worried about why he’d want to go to Chicago instead of Ohio State and being a real doctor was not what a psychiatrist was in their minds.  And, so, I think I grew up with the idea in that era, which would have been in the early 1970s, that psychiatry was not too rigorous or quantitative; it wasn’t a real science; it wasn’t a real specialty. I had a Midwestern work ethic where people were the salt of the earth. If you whined and engaged in bi-coastal “psycho-babbling” you had a “mental” illness, but real patients bled to death and had heart attacks.  And, I was supposed to take care of real patients and, in fact, for a long time I did a lot moonlighting in the emergency room, which I enjoyed immensely. I was conflicted about going into psychiatry, because I wanted to be a real doctor and, I didn’t think psychiatry was real medicine.  So, I, actually, went into internal medicine after I did my PhD and then into neurology. And, to my dismay, I found out that there was very little medication treatment of neurological illnesses in the seventies and the best medications available to treat brain disorders were, actually, in psychiatry and they actually, worked.  Most neurologic illnesses didn’t have treatments and the treatments were not very good, although, there were some in epilepsy and in movement disorders, the areas which I was really interested in. I also found that for the vast number of people, who suffered from psychiatric disorders there were treatments available. And there was the promise of neuropharmacology, which, actually, came to be realized in many ways in the late part of the twentieth century.  I could foresee that there will be, perhaps, a richer environment in psychiatry than in neurology.  Also, neurology departments are small and neurology, as a clinical speciality, can be difficult.  It’s hard to be a good clinician and to make a living in academic neurology. There wasn’t the chance to have as much freedom to do research and, the possibility to, actually, just have a research career was, perhaps, greater in richer, psychiatry departments, which were larger, had more resources. Psychiatry was a much more exciting field to be in, in the early seventies.

AT: Now, already, biological psychiatry had taken off; did you find, in Chicago, the last remnants of the psychoanalytic tradition?

SS: Oh, there were more than the last remnants of it.  There were, actually, turf wars.  There were ideas that you could, either be psychodynamic or biological, but not both.  There were schools of thought that you kind of had to decide. And, I kind of decided to be so biological that I didn’t even become a psychiatrist at first.  I went into neurology and, then, I said, this is not for me. I was at UCSF in neurology, because I did not want to be psychoanalytical at all.

AT: How come?

SS: Because I thought it wasn’t scientific; because I thought it was an affectation; it was not rigorous and not useful, and I didn’t understand it.  Then, I can remember coming to my first few weeks of psychiatry residency, seeing David Spiegel, who’s a well known psychiatrist at Stanford doing hypnosis, hypnotizing  a patient, which I thought was all baloney, until I saw it happen for real, and it just shocked me.  I mean, I actually, discovered there was an unconscious and I had thought there was no such thing before. I was blown away by the unconscious and the fact that there was a dimension of that. Luckily enough, I decided to go to Stanford, which kind of had both warring camps, not reconciled but coexisting not always peacefully. .So, going through a residency was very, if you will say split brain or two existences; you had this highly biological, catecholamines, neurotransmission side and, then, there was this extremely psychodynamic, psychoanalytical other side where you had supervision by psychoananalists and most of us were encouraged to go into analysis.  I, actually, went into therapy.  I went that far.  I didn’t do analysis.  Somebody did a calculation once and said that the cost of the analysis was about one Porsche over the course of a residency and it might be smarter to buy a Porsche than to have analysis. I neither had an analysis nor a Porsche, but I did decide to believe in getting my own therapy and doing therapy.  It was a very difficult thing, because as I said, you had these warring camps that hated each other, even within the same department, let alone the same field and there was nothing that they had to do with each other.  And, trying to reconcile that was my job; the idea that you do therapy and give medicines to a patient was kind of radical, at that point.  And, I gather at different places the two approaches were reconciled perhaps, better than at Stanford. In the early seventies, there were places like Washington University that was so hyperbiological that there was no psychotherapy.  Then, there were a lot of places in New York, like say, Cornell Westchester programs that were so analytic that they didn’t know there was a brain. So, I think I was quite lucky; although, I didn’t quite understand how to put those two warring camps together I was exposed enough to them sufficiently that, to this day, I do some therapy.  I understand the cognitive parts of therapy, perhaps, better than the analytic and certainly believe in education and destigmatization. I refer patients to therapy and I think it’s a powerful tool.

AT: Why did you decide to leave UCSF, where you did your residency in neurology, to go to Stanford?

SS: I really didn’t feel that I was cut out to be a neurologist.  I was aware of the difficulties of having a career in neurology.  They have to do a lot of clinical work to make a living, and the illnesses seemed to not be amenable to drug treatment as much, at least in the short run of the next few decades.  And, also, what I’d done as a PhD was to work on neurotransmission and drugs that modified neurotransmission and these were largely not used in neurology, with the possible exception of movement disorders. So, I felt that it would be best to be associated with a state oriented program. There were several in the country at that time.  Yale was one of them; Stanford was another.  I decided to go to Stanford to become a psychiatrist, despite myself.  I probably had matured a little bit; I had spent many years working in the emergency room and felt like that I, actually, could, leave being a “real” doctor and become a psychiatrist. I didn’t feel at that time that a psychiatrist was a real doctor. What I thought of myself, basically, was a pharmacologist of the brain. Actually, I haven’t completely left neurology, because as my career has gone on, I have worked quite extensively in movement disorders and have had some interests in dementia. I don’t feel uncomfortable in moving across the neuropharmacology spectrum working with those disorders if there are opportunities to do research there.

AT: Tell us who your mentors were at this time?

SS: My first mentor was E. A. Zeller.  Zeller was a Swiss biochemist, who had a position in the Swiss Army during World War II and, afterwards, came over to the Mayo Clinic and, then, to Northwestern. I believe, in the late fifties or late forties, he, actually, was involved with the discovery of monoamine oxidase and discovered the first MAO inhibitor, iproniazide, which was an antituberculosis drug at that time.  So, he was a prominent MAO enzymologist and we worked together on neuropharmacology when I was a freshman and sophomore in college.  When I started at Northwestern as an undergraduate, I was commuting down to the medical school and worked there in the summers. It was with Zeller that I went on sabbatical to the Universitāt Konstanz on the Bodensee in Germany. We worked on flavin biochemistry, because MAO is a flavin enzyme and found that some of the MAO inhibitors are bound to the flavin part of the enzyme.  But, he was at the end of his career and I decided to move to the University of Chicago, so my MD is from Northwestern and my PhD from the University of Chicago. At the University of Chicago I picked up two important mentors, one of which was my PhD supervisor, Herb Meltzer. And Herb and I started a long collaboration, which lasts even till today, and that would have been in the seventies.  I got my PhD with Herb and, also, during that period of time, I was sort of adopted by Danny Freedman, who’s a distinguished past leader of the ACNP and other organizations. I left Chicago to go to San Francisco to do neurology and he never quite figured that out why I did that.   But, I came back to the field and worked with the people at Stanford, Jack Barchas and Roland Ciaranello. Then, I moved on from Stanford training, and joined the Stanford faculty. 

AT: Your career path has been remarkable in many ways, including the fact that you were able to get an MD and a PhD in an astonishingly short period of time. You also have   a vita that weighs about three tons. What drives you and what were the research interests that you had early? 

SS: I was interested in treatment of mental and neurological illness with drugs, and my first job, outside of my residency, was to be the medical director of a schizophrenia biological research center at the Veterans Hospital at Stanford.  I was, also, an assistant director of, what was known in those days, a mental health clinical research center.  These were the early days of rating scales and of doing biological tests on blood and urine and CSF, and I had a small laboratory doing some of those things. I was very interested, really not so much as what was wrong in mental illness, but how to treat it.  Certainly, those things go hand in glove. I was always really interested in being a psychopharmacologist.  I was interested in testing new drugs and trying to understand how drugs that we already knew worked and, also, working with new drugs that were coming forth from the pharmaceutical industry.  At a fairly young age, I was approached to consult for one of the drug companiesthat was building a brain research institute just outside of London, and they asked me for advice on setting up a normal volunteers unit.  In those days, it was easier to do normal volunteer work in the UK than in most other countries; regulatios and approval of medicines were, in Europe and the UK, ahead of the United States.  They tended to approve many drugs up to ten years faster than in the US in the 1970s, and, for various reasons Merck, decided to build a brain research institute there. I went over to join that group and run a normal volunteers unit. I also had a small basic science discovery laboratory and, eventually, was given responsibility to do Phase II studies in Parkinson’s disease. I was in the UK for about four years, and while there, I worked also at the Institute of Psychiatry in Lndon. During that time, I learned quite a bit about drug development and how it was done.  This included the science, as well as the regulatory realties and some of the financial realities of doing research on drugs in human. It also involved bringing drugs out of animals and crossing into man, doing early clinical studies and, of course, late clinical studies for registration. It was quite exciting. I thought I was going to have a career in industry, perhaps, but it happened that that group really did not have a lot of success and did not have a lot of support at the higher corporate level to licensing new drugs. So, the drugs, that were invented, didn’t get high priority on safety testing. As it turns out, that group really hasn’t had any success in the CNS in thirty years.  I could foresee that was going to happen, so, I went back to academia, after having a very good time in industry and used my experience with Merck as a way to kind have a background in industry. Then, I moved to the other side of the table again, to the academic side.  I went to UCSD, where I’ve been in one position or another, till today.  I came back to be Chief of the Psychiatry at the VA and a professor, full time, at the University at UCSD. And, I did, again, some basic science work and some more scholarly work in a mental health clinical research center and, then I did more and more clinical trials over time.

AT: How important has it been to you to continue to have patients?  There are a lot of people at ACNP, who really have given that up.

SS: It is something that I think about every few months, because of the pressure of time and the travel, but in my own personal situation, I can’t do that. I’m doing a lot of teaching and writing now and a lot of the people, who hear my lectures or read what I write, are clinicians.  And, I believe, you lose your touch with reality if you stop seeing patients.  In fact, I think, if you’re not a person that would be generally felt by a community of your peers to be someone they’d send their mother or their wife to, I don’t think you can speak with the same credibility. So, I have never stopped seeing patients.  In fact, when I was in the UK, I, actually, got a medical license.  It sounds like some sort of a disease; they called me a VOD, a visiting overseas doctor, but I got an actual medical license and saw patients, even the four years that I was in England, so all the way through my career I’ve always seen patients to this day.  I only see them one day a week now, but I see three new patients a week; they tend to be very, very sick and difficult. They are usually sent by other doctors. The rest of that day, I see follow ups that come back.  I think that’s very important for not loosing the clinician’s perspective. It’s very easy to be real smart treating somebody else’s problems. What happens when we see patients is that you make mistakes and you learn from them, and it’s a humbling experience.  I’ve often said that the most important visit that a clinician does with a patient is the second or third one, not the first. Lots of people can come up with an elegant, scholarly, very clever plan for what you should do, based upon what’s happened in the past, but if it does not work, it is on the second visit when the patient comes back that they’re staring you in the face: “Now, Hotshot, what’re you going to do next”?  And, it’s really that first and second adjustment of your mistake or your misstep that really separates the really good clinician from the kind of theoretician the person, who is pontificating, but is not really accountable for his errors. I think, that to be able to manage your clinical errors, to live through them, is what makes you a good doctor or not. All of us make errors and you can forget that if you’re never accountable for your own errors. If you don’t see patients any more, it’s .very easy to think you’re very clever.  You get humbled very quickly when you see patients in an afternoon and realize that not everything you thought might work. Adjusting to that is what makes, I think, you a good clinician; and, then, it really makes you feel great when things work.

AT: That’s true.  It must be easier to alleviate human suffering on paper than in practice.

SS: Yes.

AT: Do you get patients, who suffer from a particular disorder, being referred to you, or do you see patients suffering from a range of mental health disorders?

SS: I am pretty much a generalist.  I think one of the problems is that, since I don’t see them in the hospital, they can only have a certain level of acuity, so, obviously, people who are acutely psychotic or acutely manic, wouldn’t come in the office, at least not very often. Sometimes they, actually, do, because they get unstable between times they have their appointment. And, I not only see adults, men and women, but when they come I also see children; I see elderly; I see adolescents.   Affective and anxiety disorders are a large part of my practice, but there’s a great deal of bipolar disorder that I’m seeing now more than ever, and psychosis in younger patients. So, really, it’s across the whole gamut. I find it very interesting.  I won’t say no to anybody.. It’s a pretty general psychiatric practice.

AT: Looking at your research record, you’ve published on so many different things: on hormones as antidepressants, on schizophrenia, on sexuality. I know your work on anxiety best. Looking back, do you see yourself as going through different phases in your work: at first yo were interested in X, which led to Y, and so on, or are you more of a renaissance man, a doctor, a scholar, interested in all?

SS: I know a little bit about everything and nothing about anything.

AT: I don’t believe that.

SS: That’s what it amounts to.  I, actually, started out more in schizophrenia and have spent a lot of time in depression.  Those two areas would be, probably, where I started. When I first started my career, I had fantasies of really understanding and making some big breakthrough in how the brain worked. Then, I began to do more clinical research and translational research, kind of straddling clinical and brain research. And, after awhile, I decided that I would work on new drugs for new diseases, because you can really improve the outcomes of people if you made better drugs. And did that for a long time and had fun with that; I enjoyed it. And I did clinical trials across the gamut. Then, I began to see myself as a very tiny cog in a very big machine who does not even writes the protocols of studies, because often the companies do that. Then I realized how much good one could do by just taking the drugs that were already on the market and taught people how to use them closer to the ideal. When you look at the level of actual practical use of drugs compared to best practices there’s a huge gap.  I first became aware of that when I wrote my textbook. When I completed it, the response in the field was astounding to me.  It changed the course of my career because there was such intense interest in courses based on the book.  The book is a general use of pictures to tell a story, as well as simple words to translate complicated concepts. This is when I became more and more of a generalist because writing the book forced me to learn all the sub-areas of the field, many of which I kind of knew, only fairly superficially. In doing that, it woke me up to the need for good teaching.  There’s this unfortunate truism that you’re paid to do research and you’re promoted for doing research but you only bootleg the teaching. The saying is that the glamour is in research, and the people, who are not good researchers see patients and the losers teach.  And, the result, of course, is that for teaching, the resources are not there, the glamour is not there and a lot of the time the teaching is not done well.  There is a big hunger for good teaching.  There is actually a science to teaching, much of which is done poorly in medicine. Often in medicine content is king, and the prince is the teacher and the last person you want to care about is a student, because they’re not important in the hierarchy.  But, adults don’t learn optimally when the content is king.  Adults learn when information is presented in a participant focused way and, so, trying to make materials easy for the participant, even if it’s difficult for the teacher and even if you have to leave some of the content out are, actually, some of the best ways to teach adults.

AT: When we assess your career, which is clearly only at its’ mid-point, what do you thing your key contributions have been to the field of neuropsychopharmacology?

SS: Well, I don’t know, I think that’s for others to say.  I’m not sure I’ve made very many.  I think that if there’s any, I’ve tried to communicate to the practitioners to help them become better doctors and prescribers and diagnosticians.  It’s been interesting to be a small piece of the machinery that invents new drugs.  In many of the psychiatric drugs that are on the market today, I’ve had a role as being an investigator and that’s been fun.  But, I think lots of people contribute to that.  I don’t think I, necessarily, did that in any unique way.  I think what is interesting is how you define your constituencies.  I probably have more influence among the prescribers than I do among opinion leaders.  There’s a group of elite people, say, 500 people in the ACNP or the 2,000 to 3,000 people, who have investigator grants, RO-1's, and there are 40,000 psychiatrists in the US. And half of the 150,000 primary care physicians prescribe, actually, more psychotropic drugs than psychiatrists do.  And, you double that number, worldwide, and, then, you also have the nurse practitioners, who prescribe.  My constituency now is really the people who want to know how these drugs work and how the diseases can be understood and how to, practically use drugs often with combinations for patients that are hard to manage, that don’t respond to one drug.  So, I reach now, with my textbooks to 50,000 to 100,000 eople in each edition, and with the courses to 250 people per week-end in twelve week-ends a year, that’s 3,000 people a year. We also send out CD-ROM’s and so forth, fifty thousand at a crack.  So, my group has sent out a couple of millions CD-ROM’s, so far. And, we write articles in various psychiatry journals each month and that hit 40,000 eople a month. Many of those are not elite but some of those are rank and file; they are very often good doctors and prescribers who care very much about their patients even if they’re not the beautiful people of the academic realm. Some of them are clinical investigators. Perhaps forty percent of my efforts are outside the United States these days, perhaps as a result of my textbook.  When you use iconography to tell a story about mechanism of action, how the brain works, it communicates the same message to people who don’t speak English.  And, it’s very easy to understand, because it uses a universal language. So, the thirst, in some ways, for this information has been even greater outside the United States than it is in the United States, because it doesn’t require words in English. And, now that we’ve gotten into animations and showing relationships in space and time it is becoming even more interesting to people who want to know psychopharmacology. So, if I’ve made a contribution, it might be in the area of communicating simplified concepts of some of the rules of psychopharmacology, for which there are many exceptions. I talk mainly about the simplified rules of how the brain works and how the medications work and how to use them.

AT: Right.  I recall attending the lecture you gave in Nashville last summer, where you talked about how benzodiazepines have never really gone out of fashion, and explaining it made sense to me. I wonder if you had any scientific or, perhaps, philosophical misgivings about that nternists, family practitioners are the primary prescribes of psychotropic drugs. Do you think they understand, psychopharmacology enough?

SS: Some do; some don’t.  I’ve always said that eighty percent of doctors are not safe when they are prescribing. Twenty percent are safe.  Three percent are excellent. And, I think that goes for all the specialties and psychiatry is not any better than any other specialty.  Of the 40,000 psychiatrists in the USA, about 6,000 prescribe eighty percent of the antidepressants and another 5,500, not necessarily the same doctors prescribe most of the antipsychotics. But, from our courses, many of the attendees are not psychiatrists; they are what we call, PCP’s, primary care physicians. At UCSD, where I am, we have joint program where you can get both family practice and psychiatry boards. These primary care physicians are those who are not interested in short appointments and running people out the door very quickly, but interested in listening and taking care of patients’ behavioral complaints.  They tend to have longer appointments and they tend to prescribe more psychotropics.  They go to CME courses that are designed for psychiatrists, and some of these practitioners are excellent.  I think when you are cavalier about these drugs and give them out like candy, no matter whether you are psychiatrist or a PCP it’s not a good idea.  I think if you have children who are depressed and you give them a sample pack and say come back in thirty days, and call me if there is a problem, without explaining anything more, that can create some problems with the failure to observe the activation of side effects and, possibly, suicidality caused by some of the drugs. In fact, we are experiencing a major backlash against that now.  Being sloppy and cavalier is bad, no matter what your specialty group is.  So, actually, I’m kind of a little bit of a maverick on this.  There is a kind of a guild mentality and an elitism that you must be a board certified psychiatrist and that prescribing should be relegated to the elite, and certainly not to psychologists, who are desperately trying to get to prescribe these drugs.  I don’t define my constituency or the people that I’m interested in writing for or speaking to as psychiatrists, even though about seventy percent of them are.  It includes primary care physicians, physicians with another specialty background, nurse practitioner, or pharmacists in some states or in some systems like the VA that allows pharmacists that they can understand how the brain works and how to become more competent as a practicing psychopharmacologist. When you start looking at other parts of the world where there are so few psychiatrists that you have to leverage those psychiatrists with different types of practitioners in order to get the healthcare delivered, you see the need for the kind of work I’m doing. Even when I am in Ohio that I’m from, there are no psychiatrists in the small towns,  and, to get a psychiatrist, you’d have to travel fifty miles and there are only a few.  So, in the middle parts of the country of lower density there are not a lot of psychiatrists. We certainly need to train to prescribe psychotropic drugs other than psychiatrists. I always try to encourage adult psychiatrists to practice adolescent and child psychiatry to the extent that they can become competent. There’s a vast under availability of child psychiatrists and, sometimes, pediatricians treat child psychiatry cases, and, sometimes, general psychiatrists do.  Certainly, the best thing would be to train more child psychiatrists, but since that isn’t happening and I’m not sure it will happen soon, I think using every interested and capable professional, who can be made competent by good training programs help solve the problem of lack of child psychiatrists.

AT: What do you think, why becoming a child psychiatrist is less appealing?

SS: First of all, it’s a little bit longer training. Second of all, it is sometimes not as well compensated.  Another problem is that too much of the time child psychiatrists are not pendig time with patients, but managing others. If you are a child psychiatrist you are rapidly put into administrative jobs and people in administrative jobs are paid better and have more regular hours. Also, there seem to be a lot of academic openings in child psychiatry, but not necessarily, a lot of research openings, because there’s such a need for services. I think it’s a very interesting field, but, the problem is, that there’s very little evidence based medicine in child psychiatry. You think it’s bad in adult psychiatry where we are using drugs empirically and throwing them around at people, based on history and anecdote and somebody’s last good idea, it’s even worse in child psychiatry. And, now, I don’t know that there will be studies done because the drug companies have been punished severely for studies that they did in children; and the drugs studied seemed to be toxic.  I think that’s an overgeneralization but there is little incentive left for anyone to study children again.  And, I think that situation is not going to be remedied soon and, so, we will be doing a lot of treatment in child psychiatry with drugs and combinations for which there’s not really been evidence that they work, even though, they probably do work. The guidelines to treat in child psychiatry are not as well developed as they should be and, so the real advances in the field are really coming in the child applications from adult psychopharmacology.

AT: How destigmatized has taking psychopharmaceuticals become?  I once had a fear of flying and I took Ativan (lorazepam) to allow me to board a plane.  It was, for a time, what got me to board a plane. My doctor thought that this would provide exposure therapy and  after flying enough times without incident, there would be no need to take the drug. She was right. But, I couldn’t write about this experience until I had stopped taking the medication. How has this kind of stigmatization changed over time? Have we gotten better?  Where are things now?

SS: Getting better but still problems.  I think the word, schizophrenia, is still pretty frightening to people.  I think women still don’t like to be seen with Xanax (alprazolam), in their open purse as people walk by and look at it by accident or men don’t want to, necessarily, be seen as “wimps” that take medication. Men are still re supposed to sort of suck it up and overcome adversity. And, there’s still an idea that there’s a character defect and that they’re not trying hard enough to overcome their symptoms if they are taking drugs. And, there is also an increasing worry about cosmetic psychopharmacology. For example, if you have insomnia, people say you should just not work so hard.  There’s no such thing as a sleep disorder.  If you can’t stay awake, because you have narcolepsy or sleep apnea, they say you’re just supposed to “knock it off” and not take a wakefulness drug.  If you have depression, you are supposed to “get over it”.  And, at the milder end of the spectrum, it’s still thought that, it’s your choice and that you’re not trying hard enough to become better. People still think it’s like plastic surgery, of erasing your face wrinkles or enhancing your breasts or something. And, so, there’s still a lot of stigma and misinformation about psychiatric drugs.  I think that the fact that this topic is still written about, even today, suggests that we still has stigma attached. But it certainly it is much better than it was. We certainly would have never seen commercials and the ads in the past that we now see, and certainly would have never seen celebrities talk about their disorders, if it would not be better. And it happen that I sit on an airplane and people seeing  a journal that I’m looking at, figure it out that I must be a psychiatrist, and tell me about the drugs they’re taking.

AT: Sounds like me.

SS: Well, it has changed, but I think it has not hanged sufficiently, and I think there are still, barriers to receiving treatment. I think so that we’re on the right track, but we still have more work to do.

AT: Do you think that cynicism about the pharmaceutical industry and its myriad products runs the risk of restigmatizing?

SS: Absolutely.  I think the pharmaceutical industry has always been sort of suspected of inventing psychiatric illnesses.  In other words, the diagnosis was Xanax and the treatment was panic disorder and there was no such thing as panic disorder before Xanax, or .whatever gets better when you give Xanax, is a Xanax responsive syndrome. Many people still think that  each company invents its’ own illness, gets rich from it, by giving people that have marginally or even fake symptoms drugs that they don’t need for symptoms they don’t have.  The theme out there is that the symptoms are all in the head, and drug companies get rich by ripping off patients. It’s, of course, a gross overstatement. But I think if trust in the pharmaceutical industry does not improve, if they don’t earn it back, and the experts that are the face of the pharmaceutical industry are seen as being in the pockets of the companies saying what they say to make money, rather than because it’s the truth, if that doesn’t change, then, I think it will set us back into stigma, because people will say, there’s another illness that’s invented.  For example, there’s Bipolar Spectrum Disorder, Bipolar I and Bipolar II Disorders, and there may be other types of Bipolar Disorders, and a lot of people are cynical saying, everybody’s bipolar so that the pharmaceutical industry can give a lot of unnecessary drugs to a lot of people, who, really, just have interesting personalities and nothing wrong with them, that’s a huge risk, right now, that we run. I think that it’s urgent that we earn back our credibility, so that when there’s an innovation, it’s believed instead of being considered a marketing hype.

AT: Do you think that we, as a society, tend to exaggerate or overreact to the dangers of drugs?

SS: We certainly are now.  I think that there’s a risk benefit ratio that is not well understood by the average consumer. Maybe, it’s the pharmaceutical industry and its’ experts that are creating the problem by using kind of terms, as for example magic potion, miracle drug, cure, which are really much more oversimplified than reality, instead of saying that .drugs are all poisons at some level, they may hurt few people, but if they wouldn’t help a lot of people they wouldn’t be on the market. And, there’s, also, this idea that if you have millions and millions of people taking the drug, you can’t understand the risks that might occur in a million people until you’ve studied a million people.  So, if you study it in two or three thousand people, that is about the limit to what is economically feasible, you understand what proportion of people per thousand have a side effect, but if the side effect occurs in 1 in 10,000 you might, won’t even see it yet.  So, there are some side effects that are only going to be discovered once a drug is on the market.  And, right now, there’s a worry that the FDA can’t be trusted any more than the drug companies, and the experts, that we need a new FDA.  We need a second branch, because the group that approves drugs can’t be trusted to take drugs off the market that they’ve approved, because that will be embarrassing to them.  That’s the way some of the arguments go. I think that the reality is that certain drugs that go on the market need to be monitored and that it may be still worth to keep drugs on the market that cause rare side effects. That drugs sometimes need to be withdrawn doesn’t mean that the drug companies were hiding side effects, or that the FDA and the doctors did not do their job You know, one of the things that happen with these safety issues is that they don’t occur like snapping fingers..  They kind of dawn on you and when you’re working for a company and there’s billions of dollars at stake, it’s true, you don’t want to see the exposure of some information before it examined whether the drug is toxic or not toxic and what are the things that go for it and against it. So, if the public wants new innovations, they need to, at least, have a pharmaceutical industry that can make a profit or else that whole industry goes away.  We could debate how much profit, but if you kill the whole industry there will be no new drugs. 

AT: Let me pick your brain very briefly, because I know you have to go.  On the history of benzodiazepines, you were in med school right around the time when so many media reports came out about the hazards of benzo addiction.  If you look at usage rates in the United States and the UK, things started to dip in the late 1970's, but elsewhere consumption went up and it remained really very high relative to what it is in the United States.. How do you explain that?

SS: I think that a lot of this is societal perception and not psychopharmacology.  I think that when you went from barbiturates that caused seizures when you withdrew from them and deaths from overdose, if you even took a handful of them, to drugs that, apparently, relative to barbiturates, had no dependence and no overdose potential, it appeared that they didn’t have any.  So, the pendulum swung away the other way. You were excited because it seemed that these new drugs can be used with impunity. It was a storybook existence that was overstated and oversimplified.  And, because, relative to what they replaced, they were a heck of a lot better, it took a long time to recognize that there were withdrawal problems and that were people, who were dependent on them and abused them, particularly, when they abused other things.  And, even today, as in France and Italy, there are many countries where they are used more than in the USA.  In some countries today, there isn’t the social stigma to take a benzodiazepine or to prescribing them.  In this country, there is kind of a bifurcated group of physicians and patients, some of whom will come into your office and say, “I’m not going to take this, no matter what”, because they think it’s kind of a heroin and, then, there are other people who think it’s OK to take them. If a person says, there’s no way I’m going to take benzodiazepines, it’s just easier and faster to say, alright, even if they need one.  There’s no question that benzodiazepines work. The question is risk benefit ratio. You have to look at risks; you have to look at benefits; you have to weigh them; you have to think; you have to calculate.  

AT: What do you think about the repositioning of SSRI’s as anxiolytics?

SS: They are probably excellent first line treatment and I would agree with the repositioning treatments for most anxiety disorders with SSRIs  However, they work late; they have early side effects and, often, they cause only fifty or sixty percent reduction of symptoms.  And, if you’re not responding, or partially responding only you can earn your right to have a top up of benzodiazepine until they have no symptoms. It’s not good for people to suffer, and it is not just merciful to reduce symptoms, but also because there’s a kind of diabolical learning that the brain has.  The brain learns to have its’ symptoms.  It seems to be the case, maybe even, in schizophrenia, but, certainly, in pain and anxiety disorders. Anxiety begets which begets treatment resistance.  In fact, the brain may, actually, shrink. And, perhaps, shrinking the size of your hippocampus and causing diminished neurogenesis or, at least, synaptogenesis, is not good for the brain.  So, this leads many of us in practice to be worried about symptoms, not just because they bother people, but because the brain may be changing.  So, the idea is to suppress all symptoms that the brain stops its’ diabolical learning, stops its’ atrophy, and let it have a chance to recover.  And, then, pull off medicines one at a time, and if with slow dose reduction the symptoms don’t reemerge, then, maybe, your brain’s healed, if that’s the word. I think that we are in an era, right now, where the careful good clinician is saying, you don’t get any points for suffering; just because you can tolerate these symptoms, you get no points.  The issue is that  a lot of patients think they get points if they can stop their medicines and stand the residual symptoms or take fewer medicines; they think that  they get more points in heaven or some place, the fewer pills they take. Not so. You want to fight a fire with a squirt gun and wait and see if flames go down, or do you want to douse it, get it out, make sure that the coals are cool and, then, you move on.  So, it’s a little bit like the brain’s burning and those circuits are firing and they’re angry and they’re active and shutting them down with symptomatic treatments, no matter what they are, it doesn’t matter.  Pregabalin is a new drug; Gabapentin, Gabitril, is a new drug that can stop symptoms of anxiety. So, there are ways to, perhaps, not use benzodiazepine and not use SSRI or SNRI.  There are other possible ways to do it.  It doesn’t matter how you do it, I don’t think.  It just matters that you do it.  You find a tolerable way to suppress symptoms, then, you back off the number of treatments, and the doses, and see if you can get lucky but   often you can’t because the patient needs life long treatment.  So, I think that’s where we are today in trying to reduce symptoms.  In fact, I have written, a cople of articles on that. I wrote one called Do Prophylactic Antipsychotics Keep You From Catching Schizophrenia?
AT: You do have wonderful titles.

SS: There’s another one I wrote which is, If You Prepay For Pain, Does It Cost Less, because it looks like if you get treated, actually, with pain medicine before surgery you need less pain medication afterwards.  And, then, finally, I wrote one, Can Psychopharmacology Inoculate You Against PTSD, because it does look as if, maybe, twenty-five percent of subjects after an overwhelming stress sort of get PTSD and seventy-five percent won’t.  The symptoms in people who get it, are reduced by giving a β-blocker right after the stressor and, maybe, because when you have epinephrine raised during a terrible stressor, that sensitizes the circuit that gives more emotional meaning to it, and if you block that with a beta blocker, you prevent the over-learned association so that any other stimulus, that reminds you of the original, doesn’t trigger that memory again.  So, it could prevent PTSD.  That’s a theory, but the point would be that the brain seems to have this kind of perverse way of molecular mischief, where it does things almost against what would make any sense and, by doing that, you get illnesses and by interrupting them you stop illnesses.  So, that’s why clinicians would try to reduce anxiety symptoms by hook or by crook; take them all away; keep them away for a couple of years and, then, hopefully, you can help the brain decide that it isn’t going to be doing those types of molecular mischief, and the incentive to do that’s over and you withdraw the medicine.

AT: We have some really wonderful quips from you: bicoastal psychobabble, diabolic learning, molecular mischief.  One final question: Psychopharmacology, say, twenty years from now, fifty years from now, where do you think it’ll be?  What you like to see it accomplish?

SS: I think, probably, within twenty years, you’re going to go into a psychiatrist’s office and get a buccal swab that’s going to be very much like you get mow going into a jail.  Your DNA will be rolled off onto a slide and it’ll go into a bank and you’ll find out what kind of COMT genotype you have, and what kind of 5HT transporter. You will probably also find out about  sixty or eighty of your different genes, all of which are risk factors that would help tell whether you would get agranulocytosis from clozapine, and one or another side effect from one or another other drug. I think you will also go into a fMRI scanner, and have it activated. You’ll have a psychiatric tolerance test, I call it a psychiatric treadmill, where you, instead of being on a treadmill for your heart, your brain will be taxed by showing you a scary face to see how much is your amygdala activated, by showing you something neutral to see whether it’s inappropriately activated when it shouldn’t be activated, by giving you the number backward test to see what does it do to the activity of your dorsal lateral prefrontal cortex, by giving you a cognitive load test to see whether you have attention deficit disorder, problems of concentration and depression, or cognitive symptoms of schizophrenia. I think that functional magnetic resonance imaging or some sort of neuroimaging and some sort of genotyping will be in clinical practice in that time frame. I think that we are still going to have to use multiple mechanisms of action, simultaneously, and polypharmacy or two drugs together, will probably still be the name of the game in treatment. By the time you get schizophrenia, you are pretty sick, and by .the time you get Alzheimer’s disease, a lot of your brain’s gone.  By the time they come to me today, the brains of most of my patients are changed, if you will.  The time to treat her was when she was a nineteen year old girl, who had her first episode of major depression as a junior in high school or as a senior in college or something like that; or to treat him when he was just a little odd to prevent him becoming schizophrenic. I think we’re going to be able to prevent mental illness, probably, better than we’re going to be able to treat end stage brain disease in which the brain is already kind of decayed or has the consequences of long-term devaststion, because I don’t know whether we will be able to put stem cells in the brain and make neurons grow, that well. I still foresee people listening and giving information, education, destigmatization.  I think that the art of psychopharmacology will still be there, trying to add the right combination of drugs and therapy for a patient. But I think we’ll probably have better tools; you know, most of our tools today work on four or five neurotransmitters and there’s, maybe, a couple of hundred neurotransmitters in the brain.  So, maybe, for a few dozen of them we will have drugs in the next fifty years.

AT: Thank you so much.

SS: Sure, my pleasure.

( Stephen M. Stahl was born in Wauseon, Ohio in 1951.





