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EBERHARD H. UHLENHUTH

Interviewed by Jerome Levine

San Juan, Puerto Rico, December  13, 1995

JL: I’m here today on behalf of the ACNP History Task Force and it’s a pleasure to be able to interview Eberhard Uhlenhuth.(  I’ve known Uhli, as he’s known to most of the psychopharmacology community, since mid 1960’s when he was at Johns Hopkins University. 

EU: That seems like quite a few years ago, but I became interested in psychopharmacology several years prior to our meeting. That’s an interesting story in that my training at Hopkins was largely from a psychotherapeutic perspective. At that time, Hopkins was one of those places where a great deal of time was spent discussing dynamics.

JL: Was it a psychoanalytic orientation or other formulations?

EU: It was a more interpersonally oriented formulation, but it was very complex. It was largely inpatient-based training, so we had to write reports of five and six pages shortly after the patient arrived.

JL: Do you have any idea what the average length of stay was then?

EU: I don’t actually know.

JL: It was at the Phipps Clinic, wasn’t it?

EU:  Yes and, certainly, there were patients who stayed a year or two.

JL: A far cry from managed care.

EU: We don’t have anything like that any more.

JL: That’s what I wanted to get across.  Did you actually do residency training at Hopkins?

EU: Sure.

JL:  I didn’t realize that.

EU: I finished in 1956, and toward the end of that period I came under the influence of Jerome Frank, one of the leading investigators in the field of psychotherapy. He developed some of the basic methodology that has persisted in the field and have, interestingly, been transferred to  psychopharmacology and so he is still, I think, very influential.  For example, he developed the conceptual separation of important domains to measure in distress and dysfunction, one of his major contributions. Then he began development of a subjective self-report instrument to measure distress.

JL: The now famous SCL or Hopkins Symptom Check List?

EU:  It has had a lot of names and a very large number of different people contributed to its development; but yes, it was called the Symptom Check List at first, then it became Hopkins Symptom Check List, and finally SCL 90, a name that has stuck.

JL: I remember the 35 version, the 58 version and the Superset, or SCL 90 version.

EU: Right. Then the instrument was transferred to psychopharmacological studies, so his work has had a tremendous impact. I was also the object of that impact, because, strangely enough, as an investigator of psychotherapy, he saw I got my first grant to do a psychopharmacological study.

JL: When was that?

EU: It was in 1958. That was the study that got me hooked up with you all because it was the one out of which came my interest in non-drug factors. 

JL:  By “you all”, you mean the old Psychopharmacology Service Center at the National Institute of Mental Health, right?

EU: Yes.

JL: Right. When I came to the National Institute of Mental Health in 1964, that’s when I met you, because you were already involved in outpatient studies.

EU: I was just thinking those initial multi-site collaborative outpatient studies started before you came, didn’t they?

JL: Yes, they did. When I joined NIMH, Ron Lipman was already there and one of the early people doing the outpatient studies. I don’t know if Sy Fisher and Jon Cole were the two that started it?

EU: They were.  Do you remember when Sy came?

JL: No, Sy Fisher had already left by 1964, when I arrived at NIMH. It was the early 1960’s, I guess, that Sy was there.  The Psychopharmacology Service Center started in 1956 and Sy was one of the early people there with Jonathan Cole.

EU: I must have connected with the group in the late 1950’s, or maybe 1960.

JL: What was the earliest study you did? 

EU: It was a study of meprobamate, phenobarbital and placebo.

JL: So, you did controlled clinical trials, comparison studies?

EU: An early controlled clinical trial, and there were a couple of physicians seeing the patients who got very different results, which was weird.

JL: Did that take you in the direction of looking at other influences besides the pharmacological effect of the drug?

EU: Yes, although our training would have distanced us from psychopharmacology, which is really interesting. What I meant to say about that earlier was we spent this tremendous amount of time talking about the dynamics and then, at the end of the case conference, just as everybody was leaving, somebody would say, “Oh, the patient was taking Thorazine (chlorpromazine) at such and such a dose during the same period they improved, right?” 

JL:  An afterthought, probably significant.

EU: For a long time psychopharmacological agents were called adjunctive agents.  

JL:  Was that the view at Hopkins?

EU: Absolutely. We were influenced by other institutions in the area such as Shepherd-Pratt, which was very psychoanalytically oriented. Some of our faculty were also members of their  staff and also of Chestnut Lodge, where the very same thing was going on; a great focus on the psychodynamic and interpersonal factors and then, at the end, dropping in that the patient, during their improvement, happened be taking a neuroleptic.

JL: It wasn’t until 1962 that the Food and Drug Administration required proof of efficacy before a drug was marketed.  Prior to that, it was only safety and I wonder if you would agree that some of the earliest clinical trials were carried out to convince our colleagues that psychopharmacologic agents were, indeed, therapeutic rather than just needing to meet a legal requirement? People in psychopharmacology were so much in the minority and the psychoanalytic and psychotherapeutic approach was so omnipresent, that incontrovertible evidence from controlled clinical trials was needed to change the view of practicing and academic psychiatrists.

EU: It raises another question; to what extent people doing psychopharmacologic studies at that time were, themselves, convinced psychopharmacological agents were very potent. People like Karl Rickels, never had any doubt about it. They plunged ahead and their studies were always positive, or, at least, their published studies were. With Karl, it was a conviction, and one that just grew out of an academic career.

JL: One that happened to be true.

EU: It turned out to be correct. He felt that so strongly he would have been inclined to be suspicious of a trial that did not indicate an agent was potent if there was already evidence for that. But there were some people who did studies in psychopharmacology that were very skeptical and I would have to say I was one of those, initially.

JL: It’s nice to know that you were open enough to prove the drugs worked.  In those early days I remember drugs came onto the market before companies had to prove efficacy, then disappeared.   Deanol (dimethylethanolamine) and Frenquel (azayclonol) were examples that came out briefly for unproven outpatient uses.

EU: Well, meprobamate, in retrospect, was not particularly effective. It did have an effect, but it certainly was not comparable to the benzodiazepines.

JL:  On the antipsychotic side, reserpine and chlorpromazine were a somewhat similar story. Reserpine certainly had an effect, but chlorpromazine was easier to manage, and the whole phenothiazine class became the drugs of choice, just as benzodiazepines have dominated the anti-anxiety area.

EU: Yes, I think that’s a good analogy.

JL:  I remember you were particularly well versed, for a psychiatrist, in statistics and design which have played a major role in the development of psychopharmacology.  Where did you get that knowledge?

EU: I had a number of abortive experiences in my training. In the earlier years I almost completed psychoanalytic training, but came into conflict with the Psychoanalytic Association in Baltimore because I needed to spend more time in my academic work. I worked for about 5 years with David Duncan of the Duncan Range Test.

JL:  Was he also at Hopkins?

EU: He was in the School of Hygiene and Public Health; we struck up an association and worked very closely together for about 5 years. He thought I was going to become a statistician although that was not in my mind from the beginning so that also was aborted.

JL: He saw a good person and wanted to recruit you into the field, like we all try to get good people.

EU: Together we wrote the first multiple covariance program for a computer in FORTRAN.  Now, all the packages have that.  I learned a great deal from him, but it was clear to me that I was going to be a psychiatrist.

JL:  That training certainly distinguished you from most of the other psychiatrists doing clinical trials at that time. The depth of your statistical knowledge, from the view at NIMH, distinguished you.  Can we move on to the outpatient studies you did from the mid 1960’s, and how your career has evolved?

EU: The major one was that first study with Sy Fisher and Ronnie Lipman; and I don’t recall whether Mitch Balter played some role in that.

JL: What I remember and I don’t know if this was a trial that you were involved in, was a study which used an active and an inactive placebo and influenced the expectations as to what the placebo response would look like.  I don’t know whether that was done by you?

EU: That was the second study, and I was not intimately involved. In the first study there was an experimental vs. a therapeutic set, as we called them, in which we attempted to train a therapist. That was part of our interest in exploring interactions between pharmacological and non-specific, effects. 

JL: Going back to the Jerry Frank orientation?

EU: Yes, but that turned out to be extremely complicated, so complicated we had a great deal of trouble writing it up, probably because we didn’t have strong effects of either kind. It was a mistake to try to train people into attitudes that might be counter to those they held. Also, the medications that were part of the trial were not very effective, so it was an iffy business.

JL: Studying the interaction or combined effect of psychosocial treatments along with psychopharmacologic agents still isn’t methodologically worked out well and it’s still complex to do.

EU:  Right, very complex to do.

JL: What year was it you moved from Hopkins to Chicago and what brought that about; were there changes in the type of studies you were doing?  

EU:  The move was in 1968 and it was one of those academic things. There was some instability in the department at Hopkins. Seymour Kety had been the Chair at Hopkins for a single year and there were interims before and after; finally Joel Elkes came and there were a lot of transitions toward the end of the period when I left. Then I was offered a position by Dan Freedman.

JL: My belief about people moving is there’s both push and a pull, which causes you to make a major move and you said a little about the push but what about the pull to Chicago?

EU: Dan was very forthcoming and the terms of the move were very attractive, and so it was the usual kind of academic move.

JL: Daniel X. Freedman was a superb recruiter and knew how to pick talent.  A large number of people who have been very successful in academics and other areas were mentored by him.  But, you came along as a developed and known research scientist.

EU: I was somewhat established already at that point. What happened in Chicago was, over a period of years, Dan assembled an outstanding faculty and created an atmosphere in which people worked in very exciting ways. It was a marvelous time and a wonderful group of people working together.  It was a harmonious department.

JL: Do you want to mention other people there at the time, so we have a little context?

EU: One of those with whom I’ve maintained contact is Bob Schuster, who ultimately became the Chief at NIDA and then went to another university job instead of retiring.  Dan Luchins is still there.  There were other but I’m blocking on names.  

JL:  Let’s try another way; did your research focus change?  You were doing outpatient trials and looking at SAD when you moved to Chicago. Sometimes, for logistic reasons, you can’t carry out the same kind of trials in a new place and I wondered what the focus of your work in Chicago was?

EU: I did continue to do clinical work and, for a period, I was interested in depression and autonomic functioning.  That work did not go terribly well, because in depressed outpatients   there was a lot of variability, unlike severe inpatient depression.  

JL: In outpatient research you have less control over what’s going on, for example whether patients are taking their medication.

EU: Also, the patients were more variable and that was one of the bigger issues.  Before that, I became heavily involved with Mitchell Balter and the group that were doing surveys. 

JL: Was this before you left Hopkins?

EU: It was a little before.

JL:  Why don’t you mention that line of research? 

EU: Mitchell was starting up a set of studies in what is now called pharmacoepidemiology, although I don’t think we had a name at that time.

JL: That’s right.  I also was involved with Mitch at that time and we had difficulty titling some of the papers we had written. We used something like the nature and character of psychotropic drug use, because we didn’t have the term, pharmacoepidemiology. 

EU: Right, there was no key word called pharmacoepidemiology.  There was no such thing and that’s interesting. Mitchell’s big contribution, and how I got pulled in, was that he felt it was important to have a clinical perspective in looking at the use of psychotherapeutic agents and even street drugs. He was interested in the thesis that taking street drugs might be an effort to self medicate.

JL: Especially alcohol. 

EU: I was not much involved in that.  He was doing that with David Nurco in Baltimore. They were also interested in alcohol and benzodiazepines in heroin addicts.

JL: He called it the compensatory hypothesis. People were trying to compensate for the problems they were having by self-medicating. 

EU: They did find white addicts appeared to be more disturbed psychologically than black addicts or the general population. They were the first to generate evidence for the thesis this might be self-medication. He went on with a large group based in the Bay area in San Francisco. 

JL: Mellinger and Manheimer worked with him on that project. 

EU: Right, Glen Mellinger and Dean Manheimer were the major figures there.

JL:  In Washington, Ira Sisson was the collaborator.

EU: Ira Sisson, a sociologist in Washington.  He was at GW, wasn’t he?

JL: Yes, at GW. 

EU: Mitchell was at NIMH, and I was mostly at Chicago during that time, so it was a scattered enterprise.

JL: Multidisciplinary and multi-geographical. 

EU:  It was his genius that he came up with the notion of doing major surveys, both in the United States and in Europe, so it became possible to look at drug use over time.  It became possible to relate therapeutic drug use to clinical state and that’s where a modification of the symptom checklist came in. That was probably the specific thing that got me into it; I had played some part in developing and scoring the checklist. 

JL: In those days there was a lot in the press about the overuse of psychotropic drugs and there wasn’t data to tell us whether it was overuse, under use or misuse, and that was the stimulus that drove Mitch to say we don’t know whether we’re treating too many or too few people, because there were no epidemiologic catchment area studies at that time to tell us how many people were in need of treatment or diagnosable. So, those first studies were primarily or partly aimed at knowing whether there was therapeutic under usage or over usage, because the press was saying there was over usage, but the surveys found something quite different. 

EU: The opposite.

JL: Yes, and now there are public campaigns, especially in depression and anxiety, to get people to recognize when they have a psychological disorder and seek treatment. 

EU:  It’s very interesting, because reluctance to take psychotherapeutic medications on a chronic basis continues. This is as much a current issue as it was at that time.  It began around diazepam and moved to alprazolam, the hypnotics and Prozac (fluooxetine). For all of these, concern about overuse has remained in the air, first for one and then another.  It’s a very curious thing.

JL: And also what happens in the popular press when a medication becomes popular. It’s touted as the cure of all and everything. Certainly this was the case with Prozac. It was claimed to revamp personalities and a lot of other things and, then, the pendulum starts swinging the other way and all the evils of the medicine come to the forefront. Hopefully, in most cases, the pendulum swings back to the middle and another substance is accepted in our armamentarium which, when used properly, is beneficial. 

EU:  There is something curious about that. It seems as though medications that are safest and effective, judged objectively, are those most liable to be critiqued. Of course, they are used a lot, just because they are effective and safe.  That’s the point; those are the ones most liable to get in trouble. Those we’ve mentioned are very safe medications and they did have very broad legitimate application. Mitchell’s issue was, and I certainly share his view and remain interested, that the level of usage of a medication is not a criterion of whether it is being misused.  It’s the appropriateness of use that counts and to know that depends on other information; knowledge about clinical status and the therapeutic requirement of patients.

JL: That’s where you played a major part in trying to find ways of doing epidemiologic studies, which would gather information without the use of actual clinicians diagnosing patients. 

EU: Some indices of clinical state that would be sufficiently easy and quick to gather with other core data. These were not psychiatric epidemiological surveys, in the sense that in those surveys one had to spend the majority of time establishing the clinical condition.

JL: Those surveys were of a very large magnitude.  There were thousands of interviews and they were done repeatedly.  It took a lot of time, both the NIMH, and people who worked with them to design the surveys, to interact with people like you and to get the thing up and running.  I’m afraid those days are, at least in the near future, over.  There aren’t that many people at NIMH who have the time to do this any more and funding for large scale studies is largely dried up. So it was a matter of the right people, Mitch, yourself and the other collaborators, coming together at a time when there were resources to carry out those large scale studies; they will stand for a long time as innovative and unique and it’s going to be awhile before anything like that can be done again. 

EU: I wonder if that’s going to be true for the large clinical studies that were landmark studies.

JL: The multi-center clinical trials? 

EU: The multi-center clinical trials. Outpatient and inpatient. 

EU: One of the critical things, at that time, was the opportunity for scientists to come into the extramural program, not just the intramural, and not only to do their administrative work, but participate and often lead the way in large and very important studies. That is the main thing that’s going to be missing. It might be some funding will be available for large studies, but the time and the kind of people who were at NIMH, I’m not so sure those will be available.

JL:  That was the genius of Jonathan Cole.  He recognized that to get the kind of people you need at the NIMH; you have to let them continue their scientific work, if not directly with patients and laboratories, then indirectly with colleagues. 

EU: It wasn’t so indirect; in planning and design the folks in the extramural programs played a very large and leading role. 

JL: I meant there weren’t any laboratories but that was not a big obstacle.  It certainly was one of the reasons I enjoyed being at NIMH and when Jonathan Cole recruited me, it was because I could continue doing things. 

EU:  One of things I was amazed to find was that people I came in contact and started to work with at NIMH didn’t fit the description of a bureaucrat. I was puzzled about that for quite sometime.

JL:  We liked to try and give bureaucrat a good connotation, but I don’t think we’ve quite succeeded in turning that term around. 

EU: I think the connotation remains.

JL:  We have to mention that, a couple of years ago, Mitch Balter, at a very young age, suddenly died. 

EU: He was, I believe 69, and it was in February. I remember it quite well.  He was in very good health, but those things start to happen when one gets to a certain age. .

JL:  Luckily, we’re both alive.  Have you gone on with those studies? 

EU: There is a third set of surveys that has never been fully analyzed and reported and I’m planning to work on that, at least the major parts will still be published; although the disruptions and Mitch’s death certainly has slowed things down.

JL: We’ve covered an era in the history of psychopharmacology, psychopharmacoepidemiology and your career, starting with the earliest outpatient clinical trials of these agents and going on to pharmacoepidemiologic studies. Their utilization probably will turn out to be one very important historical segment in this evolving field of psychopharmacology.  Thanks very much.  It’s been a very interesting interview for me. 

EU: I enjoyed it too.

( Eberhard (Uhli) Uhlenhuth was born in Baltimore, Maryland in 1927.





