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JOSEPH AUTRY III

Interviewed by Leo E. Hollister

Washington, DC, April 15, 1997

LH: Today is April 15th, Tuesday, 1997.  We are in Washington, DC, and doing a series of tapes, sponsored by the American College of Neuropsychopharmacology.  I’m Leo Hollister, and my guest today is Dr. Joseph Autry.(  Welcome, Dr. Autry.

JA: Thank you.

LH: First of all, I detect a somewhat different accent from the usual American accent and in looking over your CV I found that you graduated from the University of Rhodes, which I didn’t recognize as an American University.  Is that Rhodesia?

JA: No, it’s Rhodes University in Memphis, Tennessee.

LH: Really?

JA: It’s a small private Presbyterian college.

LH: I’ll be damned.  That really surprises me.  So, Memphis, TN, and then you went to the University of Tennessee for your MD degree.

JA: That’s correct.

LH: And how did you get into psychiatry?

JA: Well, I guess it started in undergraduate school.  I started out majoring in chemistry and math; got bored with math and picked up a second major in psychology. I became interested in doing experiments in psychology and realized I could combine   chemistry and psychology if I went into medicine and into psychiatry.  I wanted to be able to use medications to help treat psychological disorders.

LH: So, your interest primarily was in the psychological area, but you figured medicine was a better entry into what you wanted to do in it. 

JA: Right.

LA: And then what did you do?

JA: I went to the University of Tennessee Medical School, got involved in research there in the early days of using lithium to treat bipolar illness and then started on an NIMH fellowship and worked in the area of immunoglobulin research in schizophrenia for a couple of years.  

LH: Was that also at Tennessee?

JA: That was also at the University of Tennessee.  Then I did a straight medicine internship at Baptist Memorial Hospital; came to the National Institute of Mental Health in their old model residency training program; went from there into the Center for Studies of Schizophrenia, and into research. 

LH: So, early in your career, then, you were involved in both, treating bipolar illness and later schizophrenia.

JA: That’s correct.

LH: What were the drugs in use at that time for schizophrenia?

JA: The primary ones we had were the phenothiazines, most notably, Thorazine or chlorpromazine, and Stelazine or trifluoperazine.

LH: What date was that?

JA: That would have been in the late 1960s, early ‘70s. Haloperidol was one of the key drugs that came on the scene late in that period of time.

LH: Chlorpromazine was really the first landmark.  I guess haloperidol was in a lesser way.

JA: Right.

LH: As all of them are lesser.  The difference between having chlorpromazine and not having chlorpromazine was a major change.

JA: That was night and day.  It certainly changed the treatment for schizophrenia in that period of time. 

LH: And then what did you start doing?

JA: After my residency, I became chief of psychiatry at the Naval Operations Base in Norfolk, Virginia, for two years, and then came back to NIMH in 1975. I headed the depression section in the extramural research program, started the   behavioral medicine and psychobiological processes program, and then the mental health clinical research centers program. 

LH: I see.  Can you tell me a little more about each of those?

JA: That’s ancient history now. 

LH: I’m not too familiar with them.

JA: In the depression program and the clinical research program, we were looking at the etiology of depression, working to diagnose and categorize mental illnesses better, including the affective disorders.  We looked at the genetics underlying the depressive disorders and developed instruments for measuring change in depressive symptomatology in conjunction with the psychopharmacology program of Al Raskin and Jerry Levine.  And in the behavioral medicine and psychobiological processes program, we were interested primarily in disorders like anorexia nervosa, bulimia, looking at behavioral correlates of these disorders, and for sequelae of physical disorders such as diabetes mellitus and cardiovascular disorders. The mental health clinical research centers program was the first program that NIMH sponsored that funded both basic and clinical research at the same institution trying to form a bridge between the basic sciences and the clinical sciences.  It has been a very, very successful program over the years. 

LH: Very necessary, too. 

JA: Yes.

LH: Now, were these intramural or extramural programs

JA: These were extramural programs.  I did some research of my own in that period of time looking at the influence of drugs in the treatment of depression, and then comparing drug treatment with psychological treatment in depression, working with Morris Parloff and Irene Waskow. 

LH: Was this part of the emphasis on depression that occurred when Gerry Klerman was director of ADAMHA?

JA: That was part of it.  Gerry was one of the investigators working with Myrna Weissman, who worked in the program where we had two short-term forms of psychotherapy, cognitive behavior therapy and interpersonal psychotherapy, compared to drug treatment, looking at the benefits in depression.  And to everybody’s surprise, we actually found that they both worked very well, the short-term psychotherapy interventions as well as the drugs.  We now know, of course, that the combination of psychotherapy and medication works better than either one of them on its own.

NH: That makes sense. 

JA: Yes, it does.  But sometimes you have to do the research to prove what makes sense.

LH: I think that report was criticized. The drugs worked better in more severe depression. 

JA: That’s correct.

LH: And the psychological treatments were more effective in the less severe depression. I suppose in practice that might be translated to say that when someone is seriously depressed the first line of treatment should be with drugs, and as patients come out of depression, to get long lasting effect, one should try the interpersonal and social kind of therapy that Gerry and Myrna were interested in.  Is that a correct interpretation?

JA: I think it is a correct interpretation, but I also think that what we have seen in clinical practice is that there is an evolution to using medication more frequently in more patients so that even for moderate depression or even fairly minor depression now, a number of people use drugs as part of their first line of attack on depression. 

LH: Yes, but despite all the emphasis that NIMH has placed on depression, I recently ran into Bob Hirschfeld’s article in JAMA about the under-treatment of depression.  It still exists.

JA: It still exists.  You have to remember that tertiary specialists, like psychiatrists only see about 20% of the people who are depressed and, hence, they prescribe only about 20% of the medication that is used for depression.  Most treatment for depression is still carried out by primary care physicians.  I think as newer generation antidepressants have come on line that have less side effects than the ones of the older generation, you are seeing more and more primary care physicians using pharmacological treatment.  Unfortunately, I think they tend to under prescribe or under dose when they use medication.  And a lot of times they just flat out miss the diagnosis of depression.

LH: As you said, they probably under diagnose.

JA: That’s correct.

LH: It’s so subtle because hardly anybody comes in and says, gee, I feel depressed, you know. 

They come in with a variety of somatic complaints that can lead you down a lot of blind   alleys. 

JA: In talking to my internist friends, they say that probably 40 to 50% of the patients that they see have some significant component of depression or anxiety disorder. 

LH: It is interesting that you have mentioned the two together, because for many years John Overall and I were doing studies in depression, and we found that anxiety was just as frequent and just as severe in depressed patients as depression.

JA: I think that’s absolutely correct.  I think you also are seeing that many of the antidepressants have, in turn, been used to treat anxiety disorders over the past several years.  

LH: I think Ron Lipman did a study some years back in which he showed that imipramine was equivalent to one of the benzodiazepines, I forget which one, in anxious patients.  The only trouble is, it’s much easier to take the benzodiazepine.

JA: Absolutely. 

LH: Tricyclics are not too pleasant to take for patients who are not depressed. So, now you’ve covered depression, schizophrenia and anxiety.  What else have you been into?

JA: Well, we worked on post-traumatic stress disorder (PTSD) for awhile with Jack Masur.  That was at a time when there was very little research on PTSD. We actually found that it was a very definable syndrome and one that was amenable to treatment, both with psychotherapy and also with medication.  I think probably the biggest advance we made was not in the psychopharmacology area, interestingly enough, but in the area of diagnosis and eventually developing DSM-III, DSM-IIIR and DSM-IV.  I think that has really revolutionized psychiatry in this country.

LH: Yes.  PTSD is certainly not limited to Vietnam War veterans. 

JA: Absolutely not.

LH: It can occur in everyday life, that some terrible thing happens, and people get involved in it.  So what is the drug treatment of choice for that?

JA: It depends on the symptomatology.  Many times you can use an antidepressant or a combination of an antidepressant and a benzodiazepine, and it works quite effectively for those folks. 

LH: Speaking of benzodiazepines and depression, have you ever been convinced that alprazolam has any special benefits in depression?

JA: I have read the studies, but I have not seen it happen clinically when I’ve tried to use it that way. 

LH: Another thing that I have always been puzzled about is panic disorder that Don Klein first started talking about in the 1960s, which I think is a new name for an old phenomenon. It was not until 1980 or so, that panic disorder became epidemic.  It happened to coincide with the development of alprazolam that was looking for a niche in treatment and came up with panic disorder. But that is probably blind speculation.

JA: Well, I don’t know that it is necessarily speculation.  I sometimes think that disorders do follow the availability of drugs rather than the other way around.  

LH: That’s a good way to put it.  So, God, you’ve had your hand in a lot of different things.  Now, your role in these was to put out contracts or just put out word that grants would be available in these areas. 

JA: When you develop a program, what you have to do is to specify the kind of applications that you are interested in. So you set some general guidelines or general parameters, and then solicit grant applications in that area through what is called a request for applications.  We also have a program called a cooperative agreement program in which extramural program staff is working as intramural program staff with investigators in the field.  And then if you want something very specific, such as you want to have better diagnostic criteria, you can put out a contract that spells out the terms of what you want.  What we are interested in doing is trying to find emerging areas, or areas that have been under researched, and stimulate research in those areas.  Sometimes that is done by soliciting applications for a cooperative agreement or research grants, and sometimes by working with colleagues in a mentoring program to help them develop interest in a particular area.

LH: A lot of it seems to follow the early philosophy of Jonathon Cole’s Psychopharmacology Service Center that identified an area, say, newly admitted schizophrenics, and solicited grants for their study in that area, and then later identified another area, say depression, and so on. What are the newer programs of interest now?

JA: I think probably the newest development has been the development of the clinical neuroscience centers, which are under Steve Koslow.  There has been emphasis on trying to stimulate basic research that is specifically related to disorders such as schizophrenia or depression or anxiety disorder. There has been more funding toward the molecular biology end of the spectrum as opposed to the clinical end of the spectrum.  And then, of course, the development of newer generations of drugs has been a startling phenomenon over the past five to seven years.  

LH: I had occasion last year to write Steve and ask him for a copy of the wonderful 2nd edition of his book on neurosciences and psychiatry. I was involved in the first edition, but the field has passed me by. 

JA: It’s a rapidly advancing field.  There are techniques that are out there now that neither you nor I learned about in medical school or our training.

LH: Oh, you have to run like hell just to keep up with the pack these days.  It is not easy.  Well, do you think the federal government, especially the Institutes of Mental Health and Drug Abuse, will continue in the future to try to identify areas of needed research and stimulate them by the mechanisms that you have described?

JA: Yes, I think that is absolutely essential.  Even though grant money has gotten a lot tighter in recent years, I think there are numerous fields in which knowledge still needs to be developed. We don’t have any perfect treatment for any disorder at this point in time. I think as long as we are dealing with disorders and we don’t have ways of preventing them and we don’t have perfect treatments for them, there is going to be continuing need for research.  I also think that the basic research arena, which is just burgeoning with new knowledge, is going to change the face of modern psychiatry in the next 5 to 10 years. 

LH: The genetics of many disorders has been a very difficult area?

JA: It has and continues to be. 

LH: I have come to the conclusion that no two of us, even of clones or twins, identical twins, are alike, and especially in our brains.  Every one of us has a unique brain, and that may explain the complexity of trying to tie down genetics or specific genes to mental disorders.  But, again, that’s just a hunch.

JA: Well, I think one of the things that we do know is that all of us process information differently.

LH: Yes.

JA: And even if we are looking at the same phenomenon and we have had the same amount of training, we are going to see it a little bit differently. Even in identical brains you are going to have slightly different processing, and when you process input differently it changes your behavior.  It changes how you react to those things.  So, it is a very complex area.

LH: The old story of witnesses of the same event coming up with different versions.

JA: Right.

LH: Sometimes it has occurred to me that although the programmatic emphases of the Institutes have generally been pretty timely, the grant structure is set up so that you have to come in with something that almost is certain to be proved, and that’s not the way to get really new knowledge.  I would sometimes prefer seeing much smaller grants, but many more that were given to people whose ideas were crazy, but have got enough logic behind them and the necessary ways to test them that you could get an answer.  What do you think of that approach?

JA: I think you are quite correct, that there is always a tension between innovative or, as you put it, sort of cutting edge crazy kind of research, and incremental research where you go from one incremental step to another incremental step.  I think what has happened  as grant money has become more scarce, you’ve seen people wanting to fund more safe research where we can make incremental gains. I think that, from my own perspective, you really need to have a small amount of money set aside just to fund people who have really new and innovative ideas that may have, you know, some rational basis behind them, but don’t have the pile of data or the research to back them up.  I think we sometimes miss a lot of things by funding incremental research only.  That’s sort of like the story of the drunk who lost his car keys.  He’s wandering around under the street lamp looking for his car keys, and they’re saying, “Well, why are you just wandering around under the street lamp?”  And he says, “Because that’s where the light is.”  I think research is like that.  A lot of times peer review committees want to look where the light is, or at best around the edges of that light, rather than going off into the dark and looking for the keys. 

LH: In fact, you are almost naive to come in with a new grant proposal without at least some preliminary work that shows it’s feasible and there might be some promise to it, which almost makes it a fait accompli when you do the research. 

JA: Right.

LH: Well, are you planning to continue your career in mental health administration?

JA: For awhile, yes.  I’ve got a few years left before I want to retire.  And right now I’m working with a program that oversees drug testing.

LH: For what?

JA: For 120 federal agencies, and we are developing and evaluating new testing technology, and that’s kind of exciting.  It’s one of the few places in the federal government where you can actually take research and turn it into public policy in a matter of months. 

LH: Well, that is unusual.  Yes, indeed.  Is this regarding drug abuse?

JA: Right, regarding drugs of abuse.  

LH: So, what do you think of the war on drugs? Are we seeing the light at the end of the tunnel?

JA: I think we are with the war on drugs, like we are with any epidemic. Right now the epidemic is winning, and it’s going to take awhile before we can get it turned around in this country.  It’s much like we were in the early days with mental illness.  We have even less effective treatments for drug abuse in this country, and I think until we can develop better ways of treating drug abuse we are going to have an ongoing problem.  When you talk about biological processes and social processes interacting, I think, drug abuse is a prime example of that. What starts out as a sociological or behavioral phenomenon very rapidly turns into a biological or addictive phenomenon, and I think we have a lot to learn about that process and how to treat it.

LH: And it takes about a generation to change habits.  I remember in the early 1960s I had a young fellow working in my lab who had been on the track team at the University of Oregon, and he used to do a lot of running.  And people would see him running, and they would make the kind of motion, like he was crazy.  And now, of course, you see runners all over the place, and people who don’t run almost have to feel embarrassed because they are not part of it.  I think that came about after President Kennedy had a President’s Council on Physical Fitness that gave some cache to doing this sort of thing. So it takes awhile to change what is in and what’s out. 

JA: I think one of the things that we are seeing now is that, at least in a number of areas, drug use is beginning to be an out phenomenon that it is not socially acceptable, and I think that is a phenomenon that we have to promote. 

LH: Well, it has been most successful, I guess, with nicotine addiction.  I predicted many years ago that the best way to go about it would be if it is made socially unacceptable by putting on pressures.  The pressure has now been graduated to limiting spaces for smoking, looking down on smokers, ridiculing them, making them feel sort of ostracized.  In my house, anyone who wants to smoke has to go outside to the deck and smoke there, but not in the house.  So I guess social persuasion is the way to go.

JA: I think that can be very effective, but I also think you have to sort of inoculate each new generation that it’s unacceptable.  We are now seeing that the junior high school kids are starting to smoke again, and it has become acceptable in that population.  So you have to go and work in that population to make it socially unacceptable again.

LH: Well I think the administration’s effort to curb the promotion of smoking among young people is very laudable, and I hope it’s successful. 

JA: Yes, I think that nicotine is a perfect example of where the science has been known for years, and yet it took decades to get that science put into public policy. 

LH: It is very discouraging to hear a very prominent politician denying that nicotine is addictive. 

JA: It’s discouraging to hear tobacco-company executives to deny it too. 

LH: And, of course, there are a lot of senators from your area who still think that it is not addictive. We still have a long way to go in educating the public.

JA: Yes, we do. 

LH: In looking over the entire field of drugs of abuse, everybody says that treatment is the way to go, and I think there is a lot to commend treatment over interdiction, but the evidence for the effectiveness of treatment, if you take away the effect of methadone and those kinds of treatments, isn’t all that persuasive really.

JA: It’s gotten better in recent years.  There are three studies out now.  One in Minnesota, one in California, and a national study called the National Treatment Improvement Evaluation Study (NTIES), which show that regardless of what form of treatment you administer that all of them can be effective in reducing the amount of drugs used, reducing the use of the primary drug, getting people back into employment, and reducing the social consequences of crime associated with drug use.  I think we will see more of that kind of data emerge as new treatment studies come about.  I think the area that we are the weakest in is the area of prevention for substance abuse. 

LH: Well that gets back to the social change that we were talking about.

JA: Right.

LH: Well, the recent study though on the MATCH program, for instance, wasn’t very satisfying.

JA: No.

LH: If we use the right program for the right person we should expect to get a good result.

JA: I think, again, that’s a problem.  It reminds me of where we were back in the late 1960s and early ‘70s when we were looking at findings with psychological treatment for depressive or anxiety disorders.  What we found was that the nonspecific factors of psychotherapy tended to be the most predictive of outcome and that if you tried and individualized the therapies and took out all the nonspecific stuff, you got less effect. I think we are in the same place with substance abuse.  These days it’s the nonspecific things that you do in therapy that tend to be the most effective.  

LH: Just like making a suit of clothes.  You have to tailor the measurements to the individual.

JA: That’s correct.

LH: Well, do you have anything you want to predict about the future of psychopharmacology from your own point of view as overseeing the broad picture. 

JA: I’ve long since given up my crystal ball about predicting what’s going to happen in the future, but I do see some very encouraging signs. I think that some of the newer molecular biology techniques are going to lead to newer drugs that are going to be much more specific in terms of their therapeutic actions and much less problematic in terms of side effects.  I think that will be a real step forward in the field. 

LH: We may be getting drugs that affect more basic mechanisms than the current ones do.  Well, there’s hope.  I think, say 35 years ago when I began in this area, we all hoped we’d be further along than we are now, and yet by the same token, we haven’t done too badly.  I’ve got a project in mind to compare the advances in treatment of hypertension, say, versus treatment in mental disorders. 

JA: Oh, I think mental disorders are hands down ahead of that.

LH: You think so?

JA: I really do. 

LH: Well, I don’t know.  I think it’s a fairly even match.  But, of course, hypertension is so ridiculously simple compared with mental disorders in terms of how to diagnose it and how to explain the pathogenesis.  What actually prompted me to think of such a project was that in the early 1950s one of the foundations put out a book called America’s Health in Mid Century, and they identified a dozen problems one of which was schizophrenia and one was hypertension.  And I thought it might be a good exercise to see where we are by trying to compare the progress in these areas.  We have made a fair amount of progress, I think, comparable to other areas of medicine. 

JA: I think if you look at the number of clinical trials and the number of new medications that have been developed, and if you look at the amount of research that has been done to understand the basic underpinnings, then I think mental health comes out way ahead. 

LH: Well, I’m glad to hear that.  That’s a really encouraging note.  Well, thank you very much for giving us your viewpoint on where we have been, where we are going, and how to get there.

JA: It’s been a pleasure.  Thanks.

( Joseph Autry III was born in Pine Bluff, Arkansas in 1943.





