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CHARLES M. BEASLEY, Jr.

Interviewed by William Z. Potter

Scottsdale, Arizona, December 8, 2008

BP: I’m Bill Potter, and today I’m interviewing Dr. Charles Beasley( for the ACNP history series. We are in Scottsdale, Arizona. It is December the 8th, 2008.  So, Charles, I think we would like to start; if you could just give us a little personal background like where you were born and how you got to the point of entering your psychiatric training.

CB: Yes, I was, perhaps interesting enough, born in Tokyo, Japan.  The reason for that was that my father was career military and he actually met my mother who was a civilian employee of the department of the Army in Japan.  So, therefore, I was conceived and born in Japan.  But, I was only there for six months.

BP: What year was that?

CB: The year was 1950.

BP: Okay.

CB: Being, as we are sometimes referred to, “army brats” or “military brats”, I moved around quite a bit into my early adolescence, mainly military towns such as Atlanta, San Antonio, in the United States, and spent a three year block in Germany. I went to high school in Lexington, Kentucky, and I started Yale as an undergraduate in 1968.  My first interest in psychiatry, actually, had its origin with the reading of Freud’s General Introduction to Psychoanalysis over Christmas break of my freshman year, and, I decided that I wanted to be a psychiatrist with a very, very definite psychoanalytic focus.

BP:  So, it was already in your mind, to go into pre-med at that time?

CB: Yes, it was.

BP: Okay.

CB: I had actually a very protracted undergraduate career with work in both psychology and extensive work in computer science evolving into work at a quasi-graduate level in artificial intelligence (AI) at Yale.

BP: When was it that the Yale people were involved in artificial intelligence?

CB: It was one of the hot beds of AI research in the middle ‘70’s.   Actually, it is a very interesting story. There was still a lot of defense money around at the time; the notion being the desire to develop intelligent weapon systems.  Tanks, smart bombs, could essentially be directed by voice command.  Stanford was working on robotics; Carnage Mellon was working on voice recognition; Massachusetts Institute of Technology (MIT) was working on visual recognition systems and Yale was working on learning and natural language processing. So lots and lots of money, was going into AI research.  I view this as the second wave of the glory days of AI. The first wave had been immediately post-Sputnik with an interest in machine translation.  Turns out translation from Russian to English is a lot more complicated than word-for-word substitution and following some simplistic grammatical rules. Initial failures in these efforts lead to a greater insight into the extent of complexity of information processing in human. 

BP: Okay.

CB: So, this was the second big wave with lots of Cold War defense money.

BP: Was there some sort of subliminal influence from having been in a military family going around?  Or, was this just something you got interested in as a student?

CB:  It was just an intellectual interest.   I had done a bit of computer science work in high school and this was something that was extremely fascinating to me.  There was actually some bio-medical AI work going on in the mid- to late-1970s and when I was back at Yale I was involved in this work.  Most of the bio-medical work was going on at Stanford. The hardware, on which I was programming as a research assistant, while at Yale, was located at Stanford. There was actually a psychiatric AI researcher who developed an AI model of delusional disorder on the Stanford system, which was sort of fascinating.  This AI work was one major side-track of mine that paralleled my interest in psychiatry but still with a very, very analytic bent.

BP: So, what I’m hearing, your interest was in two very different directions.  I can see your professors at Yale wondering why you would like to go into medicine when you could do real science. Was any of that at play?

CB: Well, I think that was a question that some had but this was my mix of interests.  I always viewed the computer science work as an interesting potential mechanism for validating hypothesis.  That was certainly the way people who were doing this work viewed it within early “cognitive science”.  Nobody was really tremendously interested in developing weapon systems but people were very much interested in hypothesizing mechanism for learning and hypothesizing mechanisms for natural language processing and being able to validate or refute those hypotheses through developing computer systems.  The AI modeled those hypotheses and could either validate them as possibly relevant to human information processing or invalidate them.  These were the early days of the evolving entity of cognitive science, a field spanning between cognitive psychology and the computer science domain.  With the cognitive science AI paradigm, a program that could perform cleaver work was not a particularly good program; a good program had to perform the cleaver work as would the human mind.  Brute force searches with perfect memory of all potential moves and counter moves down 36 future move and counter-move alternatives, as a way of designing a chess program, would not be viewed as good cognitive science in AI.  That’s not how the human brain plays the game.

BP: So, clearly, part of you was thinking of something in research related to the brain, part of you from the very beginning, it sounds like.  But, you said also that one point in your life, you were thinking of pursuing a clinical path, including analysis.  So, what happened?  How many years it took before you decided that you would go more in the research direction instead of becoming a practicing analyst?

CB: Actually, some of my fantasies at that time revolved around potentially modeling psychoanalytic and psychodynamic concepts within AI.  Within AI, such modeling could serve to investigate and potentially validate the viability of analytic hypotheses.

BP: So, you were going to pull it all together?

CB: Well, it was narcissistic thinking.

BP: Well, let’s see when did you got to the point to begin to have the opportunity to do something beyond thinking about these problems. 

CB: I ultimately, received an under-graduate degree in 1977.  I did one year of research as a research programmer with my senior advisor, who was a cognitive psychologist AI researcher at Yale, and during that year I was applying to medical schools.  This was initially complicated by the fact that I was engaged to a woman at the time. She still had a couple of years to finish her undergraduate degree. Therefore I had a strong interest in remaining in New Haven at the time.  My professor was relocated to Carnige-Mellon at the end of my first year of work with him, and I did another year of work in New Haven in the Department of Neurology, developing a database management system for evoked potential data.  So, this work was getting a little bit more bio-medical.  I started medical school in 1979 at the University of Kentucky. It had been years since I had done any biological science work, whatsoever, or had to do any work that required lots of memorization.  It was an interesting transitional experience for me.  And, I thought that I would really hate this medical stuff; that it was just something to get past in order to get to be a psychoanalyst.  However, in my second year I really got incredibly fascinated by my Pharmacology course.

BP: Okay.

CB: In the second year of med school…
BP: So, this would have been around 1980.

CB: Yes, this would have been around 1980.

BP: This would have been very early for molecular pharmacology.

CB: The interesting thing about the UK pharmacology department was that we had all of those people, such as Professor Martin, who had actually been doing some of the early psychopharmacology research in the area of opioids at the narcotic hospital and research center in Lexington.  There was a collection of great early talents in psychopharmacology.  Abraham Wikler had been there but our paths did not directly cross.  Professor Martin was Chairman of the Department. Second year pharmacology provided the beginnings of my real turn on to biology and biological mechanisms.

BP: It was early in studying compounds that hit the brain, it sounds like…
CB: And, when the narcotics treatment and research facility closed, a lot of the individuals who were there that were prominent simply moved over to the University.

BP: So, that was a natural move.

CB: And, there began for me this transition of about seven or eight years to a confirmed biological, pharmacological set of primary interest. It evolved through medical school, it evolved through my residency.

BP: I noticed that you started your residency at Yale, but then if I understand you right, your wife got a position back up in Cincinnati.

CB: She got a position in Cincinnati.  I moved with her to Cincinnati, which was fine with me, from the perspective that they had a very strong psychoanalytic program.

BP: IDo you remember who the chair was at that time in Cincinnati?

CB: Roy Whitman.

BP: Whitman, okay.

CB: It was the last of the very, very dominant analytical chairs. There was a close connection with the Chicago Psychoanalytic Institute, although there was a Psychoanalytic Institute in Cincinnati.

BP: I didn’t know that.

CB: My first residency assignment was to the research unit that David Garver ran with his interest in trying to tease apart and sub-type psychosis based on pharmacological response to lithium. He was interested in the concept of lithium responsive psychoses.

BP: And, an analytic department tolerated him there? 

CB: Yes, he had a very nice unit going there.  The clinical head of the unit was a fellow by the name of Jack Hirschowitz who wound up leaving in my fourth year going to SUNY, Stony Brook.

BP: Were you, yourself, in analysis at the time?

CB: I had been during my undergraduate days at Yale.

BP: Oh, as an undergraduate.

CB: Almost four years.

BP: Okay.

CB: It was a terminated and not a completed analysis.

BP: Okay.  

CB: Dave Garver’s research unit also accepted non-research patients when beds were open with a strong preference for patients with psychosis or non-psychotic bipolar disorder.  It was one of the units to which residents were assigned for their inpatient experience.  I was simply assigned there at the beginning of my second year.

BP: Okay, so it was by chance, really.

CB: Just chance.

BP: Okay.

CB: As many things are in life I guess.  It was quite interesting, I enjoyed it.  I enjoyed the staff.   It was a very positive experience for me.  Again, I was evolving my interests.  We did a lot of long-term psychotherapy as part of the residency.  I actually found that it just wasn’t for me.  I found that I had more of the surgeon’s mentality and drive than I did the disposition of a psychotherapist.

BP: But, if I recall correctly you were a good student.  Didn’t you win an award along the way for…
CB: It was one of those residency fellowships of which there are multitudes.   The one I was awarded was the Laughlin Fellowship of the American College of Psychiatrists.  It was a free trip to Hawaii in 1987 and an opportunity to meet many great individuals.

BP: So, was it more for academic performance or for research?

CB: I think it was for cumulative activities.

BP: Okay, I was just curious.

CB: I don’t think I ever saw the letter of recommendation from the faculty.

BP: But, at this point in time you weren’t actually doing your own research.  

CB: During the fourth year of residency, I did a number of things.  I had some interest in neuroendocrinology and built a small study onto David Garver’s work studying lithium responsive versus lithium non-responsive mood-incongruent psychosis.  I studied the extent to which a blunted TSH response in the TRH stimulation test predicted lithium responsiveness.

BP: I remember that.

CB: This work resulted in my first psychiatric publication that came out in Biological Psychiatry immediately after completion of my residency. I had some prior publications in the AI literature.

BP: So, that must have been late 1980s?

CB: That was in 1987 or ‘88.

BP: Okay.

CB: I arranged a dual chief residency in my fourth year. Part of the time I spent on the research unit, and the rest of the time I served as the director of the residents’ clinic for treatment of the chronically severely mentally ill.

BP: Did you get to present the work you did on TSH?  

CB: In poster format at several meetings and as several oral presentations.

BP: So, how did you get involved with the ACNP?  Were you involved at that time?

CB: That’s an interesting story.  I was actually at the 25th anniversary meeting in Washington, D.C.  As you recall, this was a huge meeting.  The residency training programs had been encouraged to have at least one resident attend.  Dave Garver was the biological psychiatrist at Cincinnati and the only ACNP member from Cincinnati. I was invited by him to attend.

BP: Okay.

CB: So, that was my first meeting, 22 years ago, and that was a major exciting event for me, with all of the major names and individuals in the field speaking at the meeting; many of the NIMH folks, including you, being very prominent at that time.  So, that was a very, very positive experience for me.  At that point, I was really looking around at what to do and how to coordinate a dual career family.  And, for better or worse, my wife really wanted me to get a real job at that point.

BP: As opposed to a Research Fellowship?

CB: Absolutely.

BP: I wouldn’t be surprised if Dr. Garver invited you to take your Research Fellowship.

CB: Dave was actually in the process of leaving Cincinnati at that time and preparing to take a sabbatical.

BP: That’s right.

CB: At Cincinnati, I was initially offered a position by the department in which I would be ward chief of Dave’s research unit.  The unit would have functioned as an acute inpatient unit, continuing its emphasis on treatment of psychosis and mania, and I would have had the opportunity to attempt to obtain research funding.

BP: Okay.

CB: The clinical care versus research focus and prospects for the unit were a bit unclear as neither I nor other department members had appropriate funding at that time.   I had been serving as de facto ward chief, with Dave as my supervisor and nominal ward chief, for most of the year since Jack Hirschowitz had left early in that year.  But, as late as in March, I didn’t have a contract.  And, rumor came down that this was not the position I would get if I stayed in Cincinnati.  Rather, the position would be in substance abuse treatment program at the VA.  That wasn’t too appealing to me.  It was sometime in March that I began getting phone calls from an executive recruiter, who I was trying desperately to avoid. My wife and I were tired of trying to find things mutually interesting and we were simply going to take what we had at that time.  She had a position in Cincinnati with a multi-specialty group as a dermatologist.   But, this recruiter actually tracked me down at home one evening.  It was a Friday evening, prior to our having caller ID.  I answered the phone and she said, “Do you have any interest in a pharmaceutical research position?”  I said, well, perhaps, yes.  It was something I had thought about but had no idea how one became involved in pharmaceutical development.  She said “well, we have this position in the Mid-West.” So, I said, “oh well, it must be for Mead-Johnson. And she said, “no, it’s Eli Lilly and Company,” and I said, “well what in the world do they do in psychiatry?”
BP: This was in…
CB: This was 1987, March.

BP: Okay.

CB: I said well, let me go explore this.  So, I arranged for a first interview with Lilly in less than a week. Following a preliminary interview, Lilly asked me back.  I had my second interview that extended over a weekend. About 10 days later I had a contract which I was really happy with.  This was about early April.

BP: So, was there somebody that you interviewed with who impressed you at that time?  Here was a company you had never interacted with. They called it a research position.  Did that sound real?  

CB: It did.  I became aware that Lilly was in the late stages of developing this molecule called fluoxetine. I was slightly familiar with SSRI’s available outside the United States.  The position I was potentially being hired into was one for the support of fluoxetine and management of Phase IV research with the molecule.  Nobody within Lilly or outside Lilly, really had any notion of what this drug, Prozac (fluoxetine) would do from a social perspective.  The reason that I was being hired was that the company believed it needed additional psychiatric coverage for this molecule that was, hopefully, soon to be approved as a medication within the US.  Lilly was a company that was very much steeped in antibiotics and endocrine compounds.  There had been some psychiatric clinical input into the clinical development of Prozac but it had not been consistent.  There had been a lot of strong psychopharmacology input from Dave Wong and Ray Fuller, both ACNP members. Again, I believe the company perceived a need for psychiatrists to assist in further management of the compound after its US approval.  I was hired straight out of residency, along with another individual from Tufts, who had just completed his training. We joined a third psychiatrist at the company who had been hired about six months to a year earlier.  This third psychiatrist was actually departing the company, so it was the other psychiatris and I, straight out of residency, responsible for many aspects of Prozac’s support.

BP: So, at this point there was the core, what we call launch package ready, the bare bones of of getting the drug into the market. 
CB: Not quite.  The drug had actually been submitted for approval in 1984.  These were in the old days when NDA’s progressed very slowly.  And, something slowing the review process for Prozac was probably the zimelidine fiasco.

BP: So, maybe you should remind people what that was very quickly.

CB: Well, zimelidine was another SSRI that had become available on the market in Europe prior to Prozac. Many people outside the field mistakenly think that Prozac was the first SSRI. So, there was this European experience with zimelidine.  It produced a number of cases of Guillain-Barré Syndrome and was withdrawn from the market. Based on this experience there was incredible concern that this serious side effect was somehow related to serotonin reuptake inhibition.  Therefore, within the US, there was a very, very slow review of the NDA for Prozac and progression toward approval between 1984 and 1987.  Because of this lengthy course of review, a lot of very interesting additional work with Prozac had been completed prior to its approval that would generally be viewed as Phase-IV research. 

BP: That is very interesting.

CB: Some of this work had investigated time to onset of therapeutic activity.  Early studies had allowed a dose range of 20 to 80 mg per day.  Most patients in these studies wound up on 60 or 80 mg per day.  Some very elegant fixed dose studies, investigating the potential minimally effective dose on a population basis were completed in this interim between initial NDA submission and approval.  All of this was before my time.

BP: Looking back on this, you were designing studies to learn more about Prozac before it was actually launched if I’m hearing this right.

CB: I came in and began working on the design of studies just prior to the approval of Prozac.  There were several small comparative studies that I designed.  The largest study that I became involved in was a study intended to demonstrate the long-term effectiveness of the compound.

BP: So, your major input was to the design of that study.  

CB: That is correct.  There was actually a very nice collaboration with academia. There had been some interest in a very simple study that would have treated patients for six weeks with the drug and then randomized responders to either continued drug or conversion to placebo.  We were able to improve the study considerably with respect to prospectively investigating optimal length of continuation therapy in Major Depression.  There was discussion at the time regarding the appropriate length of continuation therapy, as distinct from long-term maintenance therapy. We designed a study to both, to demonstrate long-term efficacy of Prozac and also to prospectively evaluate the optimal length of continuation therapy.  The design was fairly complex.  Patients were treated for up to 12 weeks and those achieving remission were continued in the blinded portion of the study.  During the blinded portion that lasted approximately 50 weeks, subgroups were converted in double-blind fashion, from Prozac to placebo at several time points.  One subgroup was converted at 12 weeks and one subgroup remained on drug for the entire 50 weeks.  There were two other time points between 12 and 50 weeks when conversions occurred.

BP: So, was this the sequence executed as the maintenance study?

CB:  There was one retrospective ad hoc analysis that suggested seven months after remission that was optimal for continuation of the treatment for a given acute episode.  That work was the basis for our study design.  We wanted to prospectively evaluate the seven month hypothesis.  We collaborated with five academic sites in an effort to prospectively evaluate this.  It turned out to be a very, very good study.  A lot of papers had have been generated out of this study. This study also illustrates an important point when it is suggested that industry withhold data from large clinical trials.  The entire data package for that study was actually given to all five academic centers to work with and evaluate.  There was prospective agreement, prior to data availability, on a set of six manuscripts with each assigned to a specific investigative site.  However, as I said, every site got the complete data set and could work with it, independently or in collaboration with other sites to conduct additional analyses.  Published papers from this data set have appeared as recently as last year.   Let me see if I can recall the chief investigators: Fred Rheimer, Jerry Rosenbaum, Fred Quitkin, Jay Amsterdam, and John Zajecka with Jan Fawcett. 

BP: What would you think: would it be easier or harder to execute such an effort 20 years later?

CB: I’m afraid it would be harder to do.  But, this is what I believe to be the model of ideal industry academic collaboration.  It was a very positive sort of effort.  During this period of time my other activities were involved with the work on what is now atomoxetine. At the time atomoxetine was being developed as an antidepressant.  There were a number of studies in depression with a very high placebo response rate.  We actually did some very interesting work in this area that was presented in a workshop at ACNP a number of years ago.  Some of this work again involved very positive industry-academia collaboration.  Unfortunately, we never followed this work through to publication.

BP: What do you think was the most interesting hypothesis that you were able to test? Was it about the maintenance treatment of fluoxetine, or were there other aspects of the effects of fluoxetine that you had discovered?

CB: Well, there were two things that I guess I was happiest about working on in that period.  One was the characterization of Prozac’s impact on psychomotor function.  There was, I think, a lot of misperception with respect to whether the drug is activating, sedating,  based on adverse events as recorded by the investigators during clinical trials. I was interested how these events could be codified using a coding dictionary as required by regulatory agencies and necessary to bring some degree of order and consistency to verbatim descriptions written by many hundreds of investigators.  Adverse event coding dictionaries are similar to diagnostic dictionaries such as ICD-9 but contain many more entries.  The characterization of Prozac’s impact on psychomotor activity, based on the incidences of individual adverse event terms within the dictionary, did not seem to mesh well with what was perceived by the clinical community to be the actual impact of Prozac on psychomotor activity.  Dictionaries are a necessary evil within clinical trials, as I said, necessary to bring order to verbatim or free text descriptions of signs and symptoms to allow analysis.  All of these dictionaries have their positive sides and their negative sides; sometimes they are overly specific and on the other hand, they are on occasion overly sensitive.  Sometimes they lump too many things together and sometimes they spilt things apart that should not be split.  So, for example, the dictionary that was being used at the time contained distinct entities of “nervousness” and “anxiety”.  And, guess what?  Getting any degree of agreement from amongst 10 psychiatrists on how you slice and dice these two terms or what the distinctions between these two terms are, or how to assign some free text symptoms to one term and other free text symptoms to the other term, would be, I think, virtually impossible. So, the side effect profile for Prozac, as reflected in the incidences of dictionary terms in the Prozac package insert, did not necessarily line up with the experience of some clinicians.  We showed and published appropriately clustered adverse event terms in ways that were truly clinically meaningful. This provided a very clear picture of the drug that really matched well with clinical perception.  It showed that the drug was associated with a substantial incidence of relatively mild forms of activation that was not associated with a large of amount, relative to placebo, of severe psychomotor agitation. And, interesting, perhaps paradoxically, it was also associated with sedation, something on the opposite end of the psychomotor continuum from activation.  And, there were very clear differences in terms of the dose response relationshipa for these two phenomena.  I was very happy with that work.  The other area that, of course, became very, very prominent in 1990 and 1991 was the whole issue of suicide and its possible relationship with SSRI therapy. This topic was clearly initiated by the publication of Marty Teicher that actually described a very specific and unique phenomenon. Marty described a phenomenon with some very, very specific characteristics. There was a quantum increase in severity of suicidal ideation; the method of suicide contemplated within the ideation was quite violent; the ideation was ego dystonic and precipitated dysphoria in the patient; and the patient had no intention to act on the ideation. We developed the notion of using large clinical trial databases, based on post-marketing event data, to evaluate this safety topic by comparing it with Marty’s reported clinical experience.  This controversial topic and my involvement in it have gone through many waves and cycles since our British Medical Journal publication. That paper, or more specifically the position that we have taken has unfortunately often misinterpreted.  Simply, what we said in that paper is very clear: the controlled clinical trial data, based on adverse event reports of suicidal acts and scale data capturing marked increases in suicidal ideation, failed to support the hypothesis that grew out of Marty’s reported observations. We said nothing less, nothing more.

BP: And, that paper was from what year?

CB: The work was performed mostly in 1991 and I believe the paper was actually published in 1992.

BP: I wonder if you switch to olanzapine where I know you made enormous contributions in terms of research. 

CB: Getting olanzapine efficiently developed for the initial indication of schizophrenia was clearly my most exciting development project.  Following the introduction of risperidone, there was a very hugely competitive horse race between an Organon compound, sertindole, quetiapine, ziprasidone, and olanzapine that began to evolve in about 1990-1991.  In 1991, we initiated our definitive clinical trials with olanzapine and were last in this developmental horse race coming out of the gate. However, olanzapine wounded up, being the next second-generation antipsychotic to the market after the earlier introduction of risperidone. After the initial development of that program, I became less and less involved with the molecule.

BP: So, really, it was the efficiency of the program…
CB: There was efficiency but it was directed not just at demonstration of efficacy but probably more importantly at the characterization of the safety profile of the molecule. As part of the initial development program in psychosis, we conducted what was the largest double-blind, controlled clinical trial ever conducted with a psychopharmacological drug, we had 1996 patients in that one trial.  Within that development program, we included 2500 olanzapine treated patients and had treated some patients for as long as four years when we submitted the regulatory application. That was a large registration program.

BP: Yes, it was at the time.  I want to come back to your major current focus, but along the way I would be interested in tracking how you interacted with the ACNP over those years and what and how that played into what you were doing. And also, when did you actually become a formal member?

CB: I attended almost every ACNP meeting from that original Washington 25th anniversary meeting through the current meeting.  I always viewed myself, having been in the industry, as really not a major player.  And, I did not apply for membership in the ACNP until 2005 and was elected in 2006.

BP: So, just for the sake of history, was there any work you have been doing that you felt would be of merit for becoming a member of ACNP?

CB: The initial development of olanzapine and my involvement with the topic of the relationship between pharmacotherapy and suicidality have been very important matters.  Also, my effort to try to very accurately characterize, in a clinical framework, the safety profiles of molecules has been important, certainly to me.  I thought, perhaps, the College might consider these things appropriate basis for membership consideration.

BP: Of course, they were. Clearly you were attending the annual meetings even though you were not a member for many, many years. Was there any special ACNP event that comes to mind in the respect of our history?

CB: You know, I was just thinking about that.  One of the most memorable moments was the first debate on the matter of antidepressants, specifically SSRI’s, and suicide.  It was an evening study group and John Mann was chairing the meeting.

BP: What year was that?

CB: This would have been the 1991 meeting I believe.

BP: Okay.

CB: Marty Teicher spoke and I presented the Lilly data.  Most of the audience was rather negative towards Marty’s position.  This meeting was held just before the major reception, out at the fort behind the Caribe.

BP: Back at the days when …
CB: I spent most of the evening at the reception chatting with Marty although I firmly disagreed with some of his positions. I have no idea what I did to find myself in that engagement.  I would not describe that as a comfortable evening.

BP: But, it was very interesting.

CB: Extremely interesting.  So, yes, that was probably my most memorable ACNP experience but not my best memory.  This has been a great place to come to share ideas.

BP: So, what do you see to come in the next five to ten years in psychopharmacology and the areas you have been most interested in?

CB: I’m concerned that we are going to see a slowing down of drugs coming into late stage development.  I also think that we are going to continue to see more and more novel mechanisms being investigated, and preclinical early Phase I work.  But, there is clearly an increasing conservatism on the part of regulatory agencies that I believe is going to impact corporate interest in making major investments in late stage major development programs.  I’ll give you a very concrete example of of this matter not directly related to neuropsychopharmacology, a matter relating to a safety interest with all potential drugs.   One of the major areas of safety focus on the part of regulators is cardiac electrophysiological safety, specifically avoidance of approval of any drug that might induce sudden cardiac death through a malignant ventricular tachydysrhythmia, secondary to causing a delay in ventricular repolarization. This position is, of course, quite appropriate.  Industry is shying away from compounds that have any hint of the specific cardiac ion channel blockade that is the most common mechanism resulting in delay in depolarization. It is asllo shying awayfrom molecules that show the possibility of some repolarization delay in early phase development even if the reality or clinical significance of the observation is uncertain.  This may or may not be to the detriment or the betterment of public health, but I think we are going to see fewer molecules.

BP: And, if I understand it correctly, you are on one of these boards that play a very active role in trying to figure this out.  I mean you are actively involved in this, right?

CB: This problem of determining if drugs do or do not delay ventricular repolarization in humans to a relevant extent is one of my areas of activity.   I work on attempts to improve the design and methods of the study required to be conducted in human that attempts to address this matter.  The study is required to determine if a drug prolongs the QTc interval of the surface ECG.  It turns out that this is a whole lot more complicated than most physicians would think because there is interest in very small magnitudes of change.  There is a lot more inherent variability and measurement variability in the human QT interval as recorded by a surface ECG, than we can record in humans. The within subject individual variability, observed in conventional clinical ECG recordings, can be larger than the magnitude of change that if real might represent some degree of safety risk. So, with that variability you get very complex issues with respect to safety, statistics and non-statistical design features.

BP: So, what it sounds like basically, you are sitting in the middle of this big emerging developing risk benefit debate in our society. .

CB: This study and what it evaluates is only one small aspect of cardiac safety.  There are many, many other areas of safety that need to be addressed but addressed in an efficient manner in order to continue to bring new medications to patients.

BP: So, this is an ongoing and clearly a very hot area.   Can you think of anything else you would like to say to the field?

CB: I am just honored that I’ve been interviewed.

BP: And, we are very happy to have had you do it and want to thank you very much for taking part in the project. Thank you again.

CB: Thank you.
( Charles M. Beasley, Jr. was born in Tokyo, Japan in 1950.





