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JOHN E. OVERALL

Interviewed by Thomas A. Ban

New Orleans, Louisiana, May 9, 2001

TB:  This will be an interview with John Overall( for the archives of the American College of Neuropsychopharmacology. We are in New Orleans at the Annual Meeting of the American Psychiatric Association in May 2001. I am Thomas Ban.  I’d like you to begin by telling us who you are in more personal terms, where you were born, early influences on your life, education, and things like that.

JO:   I can give you a brief overview from start to present.  

TB: Please do.

JO: Looking backward in time, it might be considered I haven’t traveled very far in my career. Born in Texas, educated in Texas public schools, baccalaureate degree from Trinity University. in San Antonio, two years military at Lackland Air Force Base in San Antonio, and a PhD. degree in General Experimental Psychology from University of Texas (UT) in Austin. During the last two years as a UT graduate student, I worked as research psychologist with the behavioral medicine group of the UT/USAF Radiobiological Laboratory at Balcones Research Center near Austin. From there, I took a combined five-year “sabbatical” away from Texas, which included a National Science Foundation postdoctoral fellowship in psychometrics and multivariate methodology at the L. L. Thurstone Psychometric Laboratory of the University of North Carolina in Chapel Hill, two years as Chief of Criterion Development for the Veterans Administration Central Neuropsychiatric Research Laboratory, and two years as Associate Professor of Psychology at Kansas State University where I was also recipient of an NIMH Research Career Development Award. I returned to Texas in 1963 as Director of the Research Computation Center of the University of Texas Medical Branch in Galveston and Associate Professor in what was then the combined Department of Neurology and Psychiatry. I was promoted to Professor with tenure in 1967 and transferred at the same rank and title to the Department of Psychiatry and Behavioral Science of UT Houston Medical School in 1978, where I remain to date. 

TB: Where were you born in Texas?  

JO: In Gonzales, Texas, approximately two weeks before Black Friday in 1929.  My father was a small-town lawyer in Gonzales, and my earliest memories are associated with growing up in the Depression years. From the point of view of my family, the Depression extended and got worse for several years as people exhausted their resources. In 1933 though about 1935, things were at their worst, so my family didn’t have a whole lot of money when I was a child. My father occasionally took livestock and other produce for fees. Once he took a small herd of Spanish goats. He had them butchered and put the wrapped packages in a cold storage locker at the local ice house, which was what people did before home freezers came along. We ate a lot of goat chops, ribs, and sausage that year. Everyone had a hard time in those years and jobs were scarce. In spite of the shortage of cash, my mother was able to have a maid who was a combination of housekeeper and cook, and who looked after me while my mother taught school to supplement family income. My maternal grandfather came to live with us, and he also devoted a lot of time to me. I started school in Gonzales at the same elementary school where my mother was teaching. Things continued to be bad during those years, and my father’s law practice suffered a dramatic setback when the older lawyer, with whom my father worked, died. Soon after that, my father gave up and moved the family to San Antonio where I entered the third grade. 

TB: So you grew up in the Depression years and the death of your father’s law partner had a significant effect on your life?

JO: My father had gone to Gonzales after graduating from law school to work with a successful older lawyer, the one who died. They shared the second floor of a building on the town square across from the courthouse. Things went well initially, but coincident with the Depression getting worse, the wife of the older lawyer died. As the story goes, the older man drank himself to death over the next year while remaining night and day closed in his office. How much the Depression had to do with that is questionable, but it had a lot of consequences for my father and affected me in a big way as well.  Soon after the death of his mentor, my father reached a decision to accept a position as associate to a prominent lawyer in San Antonio who had a suite of offices on an upper level of the Smith Young Tower, which was the only “sky-scraper” in downtown San Antonio. The home in Gonzales was sold for whatever it would bring in the Depression. A moving van came, and the family was loaded into the car, together with personal belongings and a pet canary, for the trip to San Antonio. But at Luling, Texas, only about 35 miles from Gonzales, an oil company flatbed truck made a sudden left turn in front of our moving car, and an accident that totaled our car was unavoidable. While my father was arranging for transportation on to San Antonio, he called the office of the senior lawyer with whom he planned to work in San Antonio and learned that the lawyer with whom he planned to work had committed suicide by jumping out of his upper-floor office window. Now my father had lost a second senior partner whose guidance he had counted on to launch a long-term career. We arrived in San Antonio with little money, no car, no house, and no office or associates to help in getting established. Those events helped place the move to San Antonio in context of the Depression more than any other in my memory.

TB: Now tell me more about your life after the move to San Antonio. 

JO: I don’t remember much about the remainder of my elementary school years. I recall getting into a fist fight when trying to stop a bully picking on my friends. I had never been in a real fight, and I thought I was getting the heck beat out of me. I went home a loser, even though it was mostly my pride that took the beating. I didn’t have a mark on me, and my parents insisted I get up and go to school the next morning. I felt a lot better when the bully showed up with a big blue shiner. I learned two lessons from that which have remained with me to this day. 

The Second World War came about the time I was entering junior high school. That ended the Great Depression, but didn’t end its effects on my life. Early into the war, when most of the older boys were going into the service, I managed to pick up more home-delivery newspaper routes and delivered more newspapers than anyone else in San Antonio. That presented a problem for my attempt to fit into the teen-age social culture of a mostly upper middle-class high school environment. Students in the San Antonio school system were stratified into high, middle, and lower ability groups, but that tended to represent social stratification as well. I was put into a high ability class, but the correlation ended there. My father was still struggling to get his solo law practice going without any help and the family had no money to spare. I entered teen years feeling a need to begin taking care of myself. It wasn’t so bad.  I made a lot of money for a teenager with my multiple paper routes. I had a car of my own, a liberal gasoline ration card because of my newspaper delivery work, and on numerous days in the fall and winter I got up in the wee hours to finish my morning paper routes in time to go duck hunting by dawn at a lake south of town. A friend named Richard Culpepper and I worked in the summers at an exclusive hunting club on the lake. We constructed deep-water blinds and nailed new palm-branch camouflage to others, replaced anchor lines, and painted the heavy wooden decoys for that day to look like bluebills, pintails or mallards. For that work, we two teenagers were granted full membership privileges, including breakfast at the club house and participation with the men in drawing bingo chips from a hat, which determined where each member was to hunt. Certain locations were better than others, depending on the wind and weather, but that didn’t matter to my friend and me because we usually hunted the shoreline. I’m amazed at the energy I had in those days.

TB:  Did you graduate from high school in San Antonio?

JO:  I didn’t, although I was beginning to integrate into the environment of a socially-stratified high school. In spite of my divergent interests, I joined a high school fraternity and was beginning to feel at home in San Antonio. But another big change occurred when my father retired in 1946.  His retirement, while I was still in high school, had a major impact, not only on my education, but for later life as well. I was 17 and a senior in one of the two large public high schools in San Antonio. My father had been working for much of the time to untangle the interests of 16 heirs to a country estate in which my mother owned a share. Working with the surviving heirs, one at a time, he cleared the title to the property by buying out or arranging financing with each of them. We then moved to that country place near a town named Round Rock in central Texas, about 20 miles north of Austin.  My father always wanted to live in the country like he did when growing up. Round Rock is now a large suburb of Austin where the Dell Computer factory is located, but in 1946 it was quite small. My graduating class at the Round Rock High School had something like thirty-five students in it, and that was a disappointment for a big-city boy from San Antonio. A mitigating factor was I made the football team and set track-and-field sports records in the smaller league. From there, I went to the University of Texas at Austin and stayed as long as I could with the Korean Conflict going on.  When I was bussed to San Antonio for a draft physical, I decided it was time to volunteer for the Air Force. 

TB: Tell us about your life at the University of Texas in Austin before you joined the Air Force. You went there right out of high school?

JO: No, I skipped a step in telling about my undergraduate college days. I actually started college at Texas A&I in Kingsville, Texas. My parents were afraid I wasn’t ready for the big time. It was the best educational choice I could have made. I did well in the curriculum there, got a good start by putting basic freshman college courses behind me, and was ready to transfer to the University of Texas in Austin after completing my freshman year. But I still wasn’t ready to get serious about my education and where I was going after that. It took another important move to get serious. That came when going into the Air Force interrupted my tenure as a perennial undergraduate at the University in Austin. I had gone there for five years in addition to the year at Texas A&I. After six years without receiving a degree, I was about to be drafted and volunteered for the Air Force. I was a late bloomer, and didn’t apply myself to study in my undergraduate days. That is why, when I try to recollect my undergraduate education, it is the other things I did that are most prominent in my memory. My slower pace at the University allowed me to support myself by working part-time during the school year and throughout each summer. I didn’t attend summer sessions in college. Instead, I worked at a variety of jobs to help support myself and because I wanted to. I boast I held more part and full-time jobs for meaningful periods than anyone I have known in my subsequent life. I never wanted to be just a nerd or just a college professor either. I started working at age 14 and kept it up. That allowed me a range of experiences in the real world I treasure. I single-handedly hauled in tons of bailed hay the summer after we moved to the country and hefted it up to the rafters of a two-story barn at the family’s new country place. That was viewed as keeping in shape. Subsequently, I measured cotton acreage for the Department of Agriculture one summer and worked at a cattle auction barn part-time during one school year. Apart from my agriculture-related pursuits, I worked as deck hand on a shrimp boat on the Texas gulf coast, a travel information agent on the Mexican border, in a canning factory, sold insurance, worked as a collection agent for a loan company and worked on a railroad gang. Those were just a few of the thing I did while in school.

TB: You mentioned you were in the Air Force. Tell us about your military career. 

JO:  I didn’t do the most heroic thing when my college draft deferment was running out. I decided to volunteer for the Air Force. At the same time, I was very much in love with my wife-to-be and didn’t want to risk going off and leaving her. We got engaged before I took off for the Air Force. I made up my mind I would stay at one of the several air bases in San Antonio. I didn’t realize people don’t just “make up their minds” in the military, but it happened to work out for me. I went through basic training at Lackland Air Force Base in San Antonio and stayed there the whole time I was in the Air Force. I went through a couple of Air Force schools, into an Academic Instructor’s Squadron, and then on to Officer Candidate School. About the time I received my commission, President Eisenhower was elected, and decided to cut back the military. I was offered the opportunity to be discharged into the indefinite active reserve, and I took it.  The Air Force made three important contributions to my educational progress. I had not received a baccalaureate degree before leaving the University for the Air Force but Lackland Air Force Base was home to the largest concentration of psychologists ever assembled in what was called Personnel Laboratory, which had the primary mission of developing measurement instruments for pilot selection. Many people in that endeavor were young academic psychologists who wanted a teaching career but were there to fulfill their military obligation, as I was. Trinity University of San Antonio took advantage of this to open a program of night classes on the base, employing some of the young psychologists who wanted to teach. I took courses and that, plus completing a couple of courses on campus in town, resulted in my finally receiving a BS degree from Trinity University in San Antonio, rather than from the University in Austin. It is also how I ended up in psychology rather than one of the other areas I had tried majoring in before I left the University of Texas. The third benefit provided by my Air Force experience was it gave me time to grow up. I got married and became serious about making something of my life.

TB: Was this in the early 1950s? 

JO: That was in 1954. I left the Air Force, active duty at least, and went back to the University .of Texas in Austin for graduate school, where I completed work on my PhD in 1958. As a graduate student, I worked at the Radiobiological Laboratory of the University of Texas and the US Air Force on an Air Force contract. I didn’t personally train the monkey, but that was where Sam, the “space monkey”, trained to become the first primate in space. The broader mission of the Radiobiological Laboratory was to examine the effects of head and whole-body radiation on learning, memory, and performance. It was anticipated that atomic-powered aircraft would soon become a reality, and there was concern about the effects of radiation on pilots. Rhesus monkeys were our primary subjects for the memory and decision- making studies, and rats were used for studying the biological effects of radiation on activity level, endurance, and other kinds of physical performance radiation exposure might affect. 

TB: Weren’t you involved in conditioning research in those years?

JO: That is how I got to the Radiobiological Laboratory, but wasn’t what I ended up doing most of the time. They used various kinds of conditioning tasks for the monkeys in order to observe their performance on learning, memory retention, and discrimination tasks and see how head or full-body radiation affected those abilities in the short and longer term.  A famous test instrument used for these studies was the Wisconsin General Test Apparatus.  A monkey was placed in a small cage with a closed door separating it from a tray with stimulus objects on it. When the door was raised, the monkey received a token food reward for choosing the correct stimulus object. Ironically, the monkeys performed better after radiation. I think it must have been because they were less distractible and didn’t nervously turn round-and-round in the cage, like impatient monkeys are prone to do. The radiated monkeys just sat there and paid attention to the task. Although improvement in performance was certainly not what was expected and might have been a hard sell as an effect of radiation, psychologists made the most of it and produced a series of papers elucidating a new “theory of distractibility”. My work there is when I first concentrated on statistics.  My primary role at the Radiobiological Laboratory became analysis of the data using a Frieden desk calculator. The calculator the Air Force contract bought was top-of-the-line, called a “square root Frieden” because it had a built in capability to take the square root of any number, large or small. That was in addition to adding, subtracting, multiplying, and dividing.  I turned out several reports to the Biomedical Research Support Center of the Air Force which was then located at Randolph Field, and I participated in or supported a number of publications in psychology and related journals reporting, and trying to explain, the “negative results” from studies in which radiation appeared to enhance performance. The work was also important for my being awarded a National Science Foundation postdoctoral fellowship after receiving my PhD. 

TB: How did you get involved in statistics? 

JO: My interest in statistical methodology was stimulated by my work as a graduate student at the Radiobiological Laboratory and by taking advanced courses in experimental design under a distinguished professor, Lyle V. Jones, who spent a year at the University in Austin while on sabbatical from the University of Chicago. He was an impressive scholar, and seemed to take an interest in me. He went back to the University of Chicago briefly before he moved to head up the Psychometric Laboratory at the University of North Carolina in Chapel Hill after the death of its founder L. L. Thurstone, the psychological measurement and multivariate statistics icon. Thurstone had himself moved there upon his retirement from the University of Chicago. As a consequence, I decided to take my NSF postdoctoral year in the Psychometric Laboratory at UNC after being invited and sponsored there by Lyle Jones. The Psychometric Laboratory provided a good environment for self-directed study and, separately, the Department of Statistics at the University of North Carolina at Chapel Hill also had a concentration of statistical expertise in multivariate methodology. The Statistics Department at UNC was a participant in the Research Triangle Statistical Institute, which combined the talent from three different institutions. The Department of Statistics at UNC in Chapel Hill provided the primary theoretical and multivariate component, North Carolina State University at Raleigh was known for contributions in experimental design and applied statistics, and Duke University in Durham provided an educational focus. Most of the courses taught in the Department of Statistics at Chapel Hill were beyond my training as a graduate student. I nevertheless enjoyed the atmosphere the setting provided, and some of the outstanding scholars in the area of multivariate analysis occasionally came over to the Psychometric Laboratory to give scaled-down lectures for the trainees. I only realized later how much I absorbed. 

TB: So, this is how you became involved in statistics? 

JO: I did not know what I was going to do after my postdoctoral year. It was 1959 by then. I contemplated taking a temporary position in the Department of Psychology at UNC, but the only thing offered was a temporary teaching slot in Social Psychology. Then a real break came in the form of an invitation to join the staff of the Veterans Administration Central Neuropsychiatric Research Laboratory at Perry Point, Maryland. As an inducement, I was offered the title of Chief of Criterion Development. The move offered three advantages that provided an entirely new and lasting direction to my career. First, the Central NP Laboratory had the responsibility for design, monitoring and analyzing data from the large-scale controlled studies of chemotherapy in psychiatry pioneered by the VA soon after the arrival of chlorpromazine from France in the early 1950s. Unparalleled volumes of data descriptive of psychopathology from a broadly defined psychiatric patient population were arriving at the Central NP Research Laboratory on which I could apply my newly acquired multivariate statistical analysis methodology. As Chief of Criterion Development, I had access to a voluminous data base from which to distill the dimensions of manifest psychopathology that would lead to rating-scale quantification, the best known of which became the Brief Psychiatric Rating Scale (BPRS), which I authored in collaboration with Donald R. Gorham in 1962.  The second major advantage was that it served as an arm of the VA Central Office in Washington. It was not administratively tied to the Perry Point VA Hospital, although it was located on the extended hospital grounds. The Central NP Research Laboratory had a separate Advisory Committee composed of senior VA clinical investigators from around the country who met at the VA Central Office in Washington, DC three or four times a year. My immediate boss, Julian J. Lasky, myself and two other psychologists from the Perry Point Laboratory were expected to attend the Advisory Committee meetings.  The Central Office support for the research coordinated by the Perry Point Laboratory also included sponsorship of an annual meeting for the larger number of VA doctors and others who voluntarily collected data for the early large-scale VA “Cooperative Studies of Chemotherapy in Psychiatry”. That was important for me becoming acquainted with key people in clinical psychopharmacology research, the most important for my later career being Dr. Leo Hollister with whom I formed a long-term collaborative relationship that continued for more than two decades after I left VA employment. At the time I first met him, Leo was chairman of the Advisory Committee with which we met at the VA Central Office in Washington.  Third, and most important for my contribution to assessment in clinical psychopharmacology research, was the almost simultaneous arrival at the Central NP Lab of Donald R. Gorham who partnered with me in the development and initial testing of the Brief Psychiatric Rating Scale. Don Gorham was an older seasoned clinical psychologist who was invaluable in providing clinical insight and rating-scale experience. He arrived with a reputation for development of the Gorham Proverbs Test, based on the importance of loss of abstract thinking ability among the earliest clinical signs of major mental illness. Another important lasting relationship that originated in the VA Central NP Research Laboratory was with C. James Klett, who arrived as Associate Director of the Perry Point lab two or three years before Don Gorham and I. Ten years later, Jim Klett, and his wife Shirley, spent a summer in Galveston working with me to finish up a book entitled Applied Multivariate Analysis, which Jim and I coauthored in 1972. 

TB: It seems the laboratory had an impressive staff?

JO: I guess it did. The lab was already in possession of a tremendous body of collaborative studies data when I arrived. What was called Project Three was finishing up at the time I arrived.  Project One, as I understand it, was the stimulus for placement of the laboratory at Perry Point. It was to be a Central Office auxiliary, located on the grounds of the VA Center at Perry Point, Maryland, but not administratively associated with the hospital there. It was first formed to organize, monitor, and analyze data from the Lobotomy Project, which later became known Project One of the series of cooperative studies that followed. Lobotomies were common, especially before effective drug treatments became available, but even then the procedure was questioned by many. The VA decided it was time to do something one probably couldn’t ethically do today, conduct a controlled study of the utility of the lobotomy procedure for treating psychiatric illness. About halfway through the Lobotomy Project the VA stopped doing lobotomies, and that ended the research project. As far as I know, the results were never even looked at because the scientific community had decided it was not politically correct, even though about half of the originally planned patient samples had been entered into the study. Chlorpromazine had just come from France in the early 1950’s; with it came excitement and controversy about the value of drugs for treatment of patients with major psychiatric disorders. It was decided within the VA hierarchy that nothing should delay undertaking a well-designed controlled study to settle the question of efficacy, once and for all. Project Two of the VA Central NP Research Laboratory was the pioneering multi-center double-blind study of chlorpromazine versus placebo. It became the prototype for clinical trials in psychopharmacology, with double blind, randomized, placebo controlled, repeated measurements. All things that remain state-of-the-art for controlled clinical trials to this day. And it started there at the VA Central NP Research Laboratory where my association with clinical psychopharmacology research also started. When I arrived at Perry Point in 1959, they were just finishing up Project Three, which involved comparative evaluation of the efficacies of five or six new phenothiazine drugs that came along soon after chlorpromazine appeared to be an effective treatment. More important for me was the body of multivariate data these studies produced. It included descriptive rating-scale data from a lengthy instrument authored by Maurice Lorr and others from the VA Outpatient Research Program. It was called the Multi-dimensional Scale for Rating Psychiatric Patients (MSRPP), and I believe it consisted of 63 ordered-category rating-scales, including a few binary items.  The VA collaborative studies provided those data on hundreds of patients which I used as a resource for identifying the parsimonious set of basic dimensions of manifest psychopathology underlying the larger body of descriptive data, which in turn served as a basis for development of the Brief BPRS.

TB: So the BPRS was a contribution that actually originated as part of your responsibilities at the VA Central NP Research Laboratory? It has made a lasting impact on clinical psychopharmacology research. Please tell us more for the record how it came about and some of the work you did with it. 

JO: The first thing that needs to be emphasized is the important contribution to development of the BPRS that was made by Don Gorham. I was a budding methodologist when I came to Perry Point with no clinical experience. It was Don Gorham who brought the clinical insight and experience. He was twenty years my senior. I contributed the statistical methodology for identifying the primary factor structure underlying correlations among the larger, somewhat redundant set of rating-scale and binary-response items of Maurice Lorr’s Multidimensional Scale for Rating Psychiatric Patients. Don’s contribution was clinical interpretation, recommending clinical names for the primary dimensions of manifest psychopathology, and choosing the particular rating-scale nomenclature that constitutes the BPRS today. Actually, there were more steps in development of the present instrument than I have said here, but this should be adequate to provide understanding of the close working relationship that Don Gorham and I had during my time at the Perry Point laboratory. Don left the Lab to become Chief Psychologist at the Bath VA hospital near his retirement home at the top of a hill overlooking Lake Cayuga in upper New York State.  The only other thing I would say about what I did with the BPRS is that its popularity in clinical psychiatric and psychopharmacology research today is partly due to my continued use of the multivariate measurement data that it provides to illustrate and evaluate new methods for the analysis and interpretation of clinical data across a decade or more since the BPRS was first published. My uses of the BPRS data included illustrating a new method of direct factor analysis, applications of cluster analysis methods to identify naturally-occurring homogeneous sub-groups of patients with distinct profile patterns, and use of BPRS profile patterns in the search for sub-types that are most responsive to different variants of the newer psychotropic drugs. Time has erased the relevance of much of that work, with orthogonal and oblique rotations of principal axes factor solutions replacing direct factor solutions. The search for specific indications of new drugs within the broader categories of psychiatric illnesses, are largely failing to produce clinically useful results. The work helped, however, to keep the BPRS before the public eye, where new interests in its applicability continued to emerge. My own work having the greatest contribution to wider use of the BPRS would likely be considered introducing it to a larger international psychiatric research audience through collaborative publications with leaders in European psychiatry, which originated, for the most part, from my membership in the CINP.  The most important impetus for the BPRS came, however, when Jonathon Cole, as head of the NIMH Psychopharmacology Service Center and subsequent Psychopharmacology Research Branch, foresaw the utility of establishing a central analysis and depository for data collected in NIMH-supported clinical drug trials. Particularly those conducted by the group of ECDEU and later NCDEU investigators, where the BPRS was selected to provide a single common thread of descriptive data running across the studies involving antipsychotic drugs and the Hamilton Depression Rating Scale (HAM-D) for studies in the treatment of depressive disorders.  The original Clinical Psychopharmacology Service Center became the Psychopharmacology Research Branch of the NIMH; and the satellite Biometrics Laboratory under the direction of Roland Bonato was established at George Washington University to accomplish the statistical analysis and data management functions originally envisioned by Jonathon Cole and his associates. The leadership of the program at the NIMH Psychopharmacology Research Branch, under one or another of its organizational name changes, was assumed by Jerome Levine when Jon Cole retired and moved to head Harvard’s McLean Hospital in Boston. Through all of these evolutionary changes, the BPRS became familiar to an increasingly large proportion of clinical researchers in the United States and for many abroad.

TB: It seems you developed numerous important relationships in those years. Would it be fair to say your relationship with Leo Hollister played an especially important role in directing your career toward clinical psychopharmacology research?

JO: Yes, and membership in the ACNP, as well. Of the early relationships formed at the Central NP Research Lab in Perry Point, Leo Hollister was the most influential in directing my later career toward clinical psychopharmacology research. He was a charter member of ACNP, helped organize the first formal meeting, and later became President of the organization. I was not a charter member, but under his shadow I attended the early meetings and was voted into membership by the 3rd or 4th annual meeting. Leo Hollister was also instrumental in my election to Member and then Fellow of the CINP, which in turn introduced me to leaders in international psychiatry and psychopharmacology research. This led to several collaborations and enduring relationships with leaders in European psychiatry, including most prominently with Professors Pierre Pichot in Paris, Hans Hippius in Munich, and Max Hamilton in Leeds. Charles Pull from Luxembourg spent a year as a young man studying with me while I was professor at the University of Texas Medical Branch in Galveston, as did Filippo Gabrielli from Genoa, Francisco Gomez-Monte from Mexico City, and Peter Reichertz from Bonn who went back to Germany to become a leader in founding of the German Society of Medical Infomatics.

TB: We are still at Perry Point I Maryland.  Where is Perry Point?

JO: It was geographically isolated, about 35 miles north of Baltimore and the same distance west of Wilmington, Delaware. Day-to-day interaction was confined to the Point. Some have characterized the social environment as the “Peyton Place on the Susquehanna”. But that is all I know about that.  I would like, however, to describe the physical environment I found at Perry Point. It was the most interesting outdoor environment I have encountered throughout my career, rivaling Galveston where I lived following my return to Texas. The Central NP Research Laboratory was located on the Perry Point VA Hospital grounds in an old cement-block building left over from DuPont Company, manufacturing munitions in WW-II. The setting offered numerous enticements. Housing on the hospital grounds, also left from the WW-II war, was conveniently near work and very economical. Our two-story house cost less than $40 per month to rent with heating oil and electricity included. The hospital grounds were on a delta formed by the Susquehanna River where it entered Chesapeake Bay. A boat dock with slips for centerboard sail boats was located about one block from our front door. Sailing was great across delta flats with tall waving sea-grass almost to the surface of the clear filtered water. There were places to sail to, unlike sailing in the Gulf of Mexico after later living on Galveston Island. You could sail around the Turkey Point entrance to the Delaware Cut or picnic on an island belonging to the Army’s Aberdeen Proving Ground. Fishing for striped bass and shad was good in the mouth of the Susquehanna River. Herring ran up a small stream on the Point each spring to spawn, and Don Gorham challenged me to wade in the water with chunks of ice floating by to catch the herring in a seine.  We netted buckets. After attempting to make pickled herring ourselves, we tried to give the rest to neighbors, but nobody seemed to want them. The one down side was that winters on Chesapeake Bay were cold and damp with lots of snow. 

TB: All in all, you seem to have found your position at the VA Central NP Research Lab good professionally and you liked the Perry Point environment. Still, eventually you left Perry Point. Why did you decide to move, and where did you go?

JO: You are right about my professional experience with the VA in Maryland. I had ample resources readily available for my work, had expanding professional interaction both within and beyond the VA, and did enjoy the outdoor environment.  I nevertheless had, in the back of my mind, an original graduate-student interest in becoming a university professor. At the same time, I was ambivalent about giving up the relationships and work that I had started at the VA Central NP Laboratory. Two developments seemed to solve my problem. Leo Hollister, with whom I had already begun to form a collaborative relationship that lasted decades, embarked on a pathway separate from that of the ECDEU, in which he had a leadership role form the beginning. I do not know the full story, but he formed a smaller splinter group of collaborating VA psychiatrists that was more flexible in pursuing the early testing of new drugs and introducing new ideas into the process. He invited me to be involved in the new endeavor from a design and statistical analysis point of view, and I arranged to continue in that role if I moved to Kansas. The other enticement that helped tip the balance was the offer of an unusual opportunity to move directly into a senior faculty position at Kansas State University, even though I had no previous experience as a college teacher. How that occurred is a long story, but it was facilitated by the fact that Professor Harry Helson from my graduate student days at the University of Texas moved to K-State when he retired from UT in Austin. It was he who nominated me to fill a vacant faculty position there. I went to Manhattan, Kansas for a series of interviews after which I was offered a job as Associate Professor of Psychology at Kansas State University, with the side condition that the department chairman at K-State would sponsor and support me in application for an NIMH Research Career Development Award, which I was granted soon after my arrival. Another side agreement was that I could use the award to continue working with Leo Hollister, which I did, while carrying a teaching load of only one course in the fall and one in the spring semester each year. Leo was generous with the credits, and I continued to build a resume of first and second authorships related to clinical psychopharmacology research. In spite of the light teaching load, I discovered I did not like to spend time preparing lectures for relatively few students. Publishing in clinical and methodological journals reaches a lot more people and is, unfortunately, more rewarding for academic advancement and tenure.  Life in Kansas was otherwise most enjoyable. The other faculty members and people in the community were quite a change from interactions with the outside community in the Baltimore area. In fact the warm, open, and generous Kansans were like the people in Texas. I learned, upon my return, that Texas was rapidly changing during this period as larger cities and economic interests began to dominate. As an example of the Kansas culture at the time, one of my new faculty colleagues at K-State, Donald Trumbo, and I became acquainted with a family that operated a farm and ranching operation of a couple of thousand acres in western Kansas. Pheasants were especially plentiful out that way, and Don Trumbo and I were invited to come and hunt on their place each year. We went after Thanksgiving dinner and again during the Christmas break and our Kansas host didn’t just let us hunt on his property but took the day off to drive us around in his pickup truck, letting us off on one side of a section of sage brush land and driving around to the other side to pick us up later. There was a lot of sage brush because, at the time, the government was paying to leave it idle for the good of the land and to hold up prices for wheat by limiting production. Sage brush is waist high and is hard to walk through, but a pheasant springing up every 15 feet or so made it quite enjoyable. Pheasants were so plentiful that each trip we got our two-day legal possession limit in morning and afternoon hunts the first day out. I later came to suspect that the land owner operated a hunting guide business on his land during the winter when there was little other work to do, but he treated us like old friends.  I also bought an 80-acre farm near Manhattan, Kansas where K-State is located. It had an old two-story house and a storm cellar for tornadoes. I bought a John Deere tractor and planted a garden too large to harvest, but I rented out most of the land to a farmer who planted wheat and soy beans. Regarding the oversize garden, what else do you do with a real farm tractor but to cultivate an oversize garden? I harvested all the produce we could use, gave away to friends and neighbors all they would take, and left the rest for rabbits and coons. I have always needed to counterbalance academic life with something less cerebral. 

TB: It seems that you fit into the Kansas State University environment very well, but again you eventually decided to move. What prompted you to move from Kansas? 

JO: Out of the blue, I received an invitation to be considered for a job with the University of Texas Medical Branch in Galveston. Truth is that I missed Texas, where I had grown up, gone to school, and where my parents, my wife’s parents, and numerous other friends and family remained. I also must admit that I was offered twice the salary I was making at K-State. I accepted the job to become Director of the Research Computation Center of the institution and Associate Professor in the combined Department of Neurology and Psychiatry. There were soon to come, other medical schools in Texas, but the Galveston facility proudly kept its designation as the Medical Branch from a time when the medical school was viewed more like a division or college of a main university rather than a separate institution. It was also the only medical school that continued to receive state funding for hospital operation and patient care. In return, it had an obligation to accept a large quotient of patients from other parts of the state. That was partly a matter of its historical precedent, but also because the school had outgrown its patient base on Galveston Island. The reason why the Medical Branch was located in Galveston in the first place, rather than in Austin with the main university was because Galveston was the only city in the state with a population large enough to support Texas’ only medical school when it was founded in 1889.  Life on Galveston Island offered numerous possibilities. After little more than a year our new house on a bulk-headed inlet from the protected back side of the island was completed. The first year we lived there, I caught speckled trout off that bulkhead before I got dressed for work. Our house was about eight miles from the medical center, and many days I would ride my bicycle down the sea wall to work. I had a Sailfish boat on our pier behind the house, and I soon acquired half interest in a 27-foot Norwegian folk boat with a 2000 lb. keel for sailing in the Gulf of Mexico. Later, we built a weekend cottage on the Neches River in the heart of what was to become the Big Thicket National Preserve, and from there I turned to fishing for large-mouth black bass in a couple of the numerous large reservoirs that span east Texas.  Life at work turned out to be less tranquil than at the lake or shore. There was a competition between business and academic interests for control of computer resources of the school. The business side had a much bigger computer. IBM involvement in the business operation was great enough to justify six IBM employees on-site full time. The business computer facility was, in the Medical Branch organizational chart, under the Vice President for Financial Affairs while the smaller Research Computation Center was under the Academic Dean. Just days after my arrival, the Board of Regents swooped down on Galveston Island to fire the Dean to whom I was to have been responsible, while the Vice President for Financial Affairs went on to Austin to become Chancellor of the whole University of Texas System.  Even within the Research Computation Center a palace revolt was brewing for control. The woman who had previously headed the operation was a close friend of the next appointed Dean, who was also institutional PI on the NIH grant that funded the Center when I arrived. After three years, I decided that administration was not my calling. When I received the first installment of the grant that was to support my work for the next 32 years, I slipped quietly over to my academic appointment as Associate Professor in the Department of Neurology and Psychiatry. At about that time, Neurology and Psychiatry split into two separate departments, and my appointment was thenceforth in the new Department of Psychiatry and Behavioral Science. I was promoted to Professor after four years in Galveston.  In the meantime, I was a member of an NIMH Review Committee for which the committee chairman was a Boston University psychiatrist, who had a large NIMH grant to study the stress effects on air traffic controllers of observing “near misses”. I was impressed with his leadership qualities as chairman of the NIMH review committee on which I also served. When the aging chairman of the UTMB department of psychiatry prepared to resign, I pushed hard, in and around official channels, for the man I had come to know through the NIMH committee to replace him. That was a very big mistake for me and the department as a whole. When my favored candidate was appointed to be the new chairman of the Department at Galveston, he came with the idea he owned everyone in the department. He refused to endorse my grant renewal application, saying he did not want me to do what I was proposing but to be the “department statistician” instead. By coincidence, the retired but politically powerful former President of the Medical Branch was called back into service by the Board of Regents to serve as temporary President in activating the new University of Texas Medical School in Houston. He facilitated my transfer to the new medical school at the same rank, tenure, and title I had in Galveston. I had the site visit on my grant renewal application in Houston before I moved there myself. 

TB: You made passing reference to both the ACNP and ECDEU. Could you say something about your involvement?

JO: My recollections are more from participation in the Early Clinical Drug Evaluation Units. I was not a charter member of either organization, but I believe I became affiliated with the ECDEU as a collaborator of Leo Hollister no later than its second or third meeting. At that time, the aim of the ECDEU organization was to provide very early evaluation of new drugs independent of drug company control. The new NIMH Psychopharmacology Service Center, under the leadership of Jonathan O. Cole, was responsible for the origination of the NCDEU program. The initial membership consisted of 10 or 12 senior clinical investigators who were seated around one long conference table on the NIH campus in Bethesda, Maryland. Younger associate members, like I was for the first few years, were seated in chairs around the wall. Actually, “membership” was not as clearly defined as it was for the ACNP, which was organized more like a college fraternity. The senior members of the ECDEU were not only recognized clinical researchers in their own right, but participation was encouraged by the fact support, in the form of a grant from the Psychopharmacology Service Center, was virtually assured. The discussion at these early ECDEU meetings was largely a kind of “show-and-tell” about what new drugs appeared interesting and what the senior investigators had been doing with them over the past year.  In spite of this, a metamorphosis occurred as the research interests of the ECDEU clinical investigators moved from open-label very early testing of new drugs toward more controlled, double-blind studies aimed at demonstrating the efficacy of new drugs in a more controlled experimental design. The name of the NIMH program and research units supported by it was accordingly changed from “Early Clinical Drug Evaluation Units “to “New Clinical Drug Evaluation Units“(NCDEU). It is important to mention that investigators like those in the ECDEU and ACNP programs were for the most part still acting as individual clinical researchers responsible for all aspects of their studies from conception and design to data collection, management, and analysis. Memberships in both organizations expanded, and cohesiveness began to disappear. 

TB: Can you remember who the original ECDEU investigators were when the meetings were held around that single table on the NIMH campus in Bethesda? 

JO: I am not sure I can do that with confidence. There was a lot going on in clinical psychopharmacology in the early 1960’s. I was privileged to be involved at various levels in three overlapping programs, the ECDEU, ACNP and VA. I interacted with investigators I viewed as key players in all three venues. It has been a pretty long time now, and it is quite possible I will confuse memberships in the ACNP and ECDEU, in particular.  I may need your help to fill in where I blank out on this. I remember you were there and I remember the occasions and the contexts better than I am able to separate which particular individuals may have been in one but not the other of the primary groups. In many cases, they were the same individuals.

TB: Am I correct you said that you got involved with ECDEU via Leo Hollister? 

JO: Yes, Leo was one of the original ECDEU members. I had established a collaborative relationship with him while I was at the VA Central NP Research Laboratory at Perry Point, and he was chairman of the Oversight Committee for the Laboratory. About the time I was preparing to leave the VA for K-State University, Leo was getting impatient with the cumbersome VA research program and contemplated forming a smaller splinter group of actively collaborating VA investigators. He asked me to join him for the contribution he expected me to make to design, statistical analysis, and methods section of research reports. He received a grant through the ECDEU program to support his proposal for this smaller, more actively collaborating group of VA clinical investigators, and I came aboard to participate. He remained an active member of the ECDEU all the while, and I just accompanied him to those earlier meetings without thinking much about being invited. I was also busy trying to adapt to the new role as college professor, preparing lectures, and beginning to question whether I wanted to be a college professor for the rest of my life.

TB: Can you recall some of the early recipients of the NIMH grants that were a foundation for the ECDEU program?

JO: In addition to Leo Hollister, I think of Heinz Lehmann as probably one of the original ECDEU investigators. Barbara Fish, the lone child psychiatrist in the original group, was the mentor for the younger Magda Campbell in much the same way Leo Hollister was for me. I wouldn’t be surprised if Magda had about the same early involvement with ECDEU that I did. Sidney Merlis comes to mind as a probable charter member. An English physician named David Wheatley did outpatient anxiety and depression studies. I remember his faithfully attending the ECDEU and the later NCDEU annual meetings, but I am less confident that he was there from the beginning. Similarly, Karl Rickels at Philadelphia concentrated on a taxonomy of outpatient anxiety and depression in relation to pharmacologic intervention, but he may have entered the ECDEU program about the time I did. I recall his mentioning his NIMH psychopharmacology research grant had the same origination date as mine. Eugene Paykel, an English psychiatrist later at Duke University, had similar interests in defining a taxonomy of anxiety and depression and relating it to differences in drug treatment response, but I think he probably joined the NCDEU program a bit later.  Richard Whittenborn was a psychologist identified with the earliest days of the ECDEU program. He later held the office of Secretary-Treasurer of the ACNP for many years. I believe that Dick also authored a rating scale used in one of the earliest VA controlled treatment evaluation studies before Don Gorham and I joined Perry Point VA C and which preceded the BPRS. Another psychologist that figured prominently in ACNP history was Albert DiMascio, in whose name an annual memorial lecture is presented at Tufts University. A number of other psychologists with strong methodological orientation supported the ECDEU through administrative roles in the Psychopharmacology Service Center and its successor, the Psychopharmacology Research Branch. A name that comes to mind from that group is Dean Clyde, but there were others as well. I mentioned Ron Bonato in connection with his work as head of the NIMH/George Washington University satellite computer center, founded to accumulate assessment data for patients in the NCDEU clinical trials. I don’t know when Jerome Levine joined the intramural group because in a bureaucratic environment it takes even talented young people time to reach a level of visibility, but there is no doubt about the contribution he ended up making as successor to Jonathon Cole. Alice Leeds entered the picture at about that time, was a friend and critic of everyone, and will be remembered for her editorial role in helping the NIMH supported Psychopharmacology Bulletin reach the audience for which it was intended. I liked to publish my work in that journal because I was communicating to the clinical investigators with whom I had an identity. I have strayed from the question of who were the founding participants in the ECDEU program. Can you remind me of other I have failed to recall? 

TB:  George Simpson and Don Gallant were there from the beginning.

JO: They were definitely there early on. I believe there were no more than about eight or ten original recipients of the Early Clinical Drug Evaluation Unit grants. I have undoubtedly named a number that were not in that group at the beginning, but I remember them all as contributing in recognizable ways to shaping the course of early clinical psychopharmacology research through participation in the ECDEU, ACNP, or in both. There was, however, another psychiatrist I believe Jonathan Cole may have brought aboard the Psychopharmacology Service Center staff to interact specifically with the ECDEU investigators. He was not slow in gaining visibility; but, as I recall, he wasn’t very popular in that role. I can’t recall his name and I am not sure he was a member of the NIMH in-house staff.  

TB: Could you be thinking about George Crane?

JO: I am sure that is his name. He was an astute clinician onto something important about serious neurological side effects of the early phenothiazines that ECDEU investigators were not eager to hear about. I don’t know whether George Crane is responsible for the naming, but he was certainly important in linking the frequent occurrence of tardive dyskinesia to psychiatric drug treatment. When he presented his observations at an ECDEU meeting, he was almost ridiculed out loud in the meeting and certainly in an after-hours meeting of several members at a cocktail lounge of the Bethesda Naval Hospital across the street from where the NIMH was located. I was quite young, and naturally my opinion mirrored that of the senior members I was pleased to accompany.  George Crane’s popularity was not increased when he presented the plan for ECDEU participants to collect specific data that could be combined across centers for further analysis at the George Washington University Biometrics Laboratory. The BPRS was to be used in studies involving the testing of antipsychotic drugs and the Hamilton Depression Scale was to be the common data collected across studies involving depressed patients. I guess that none of the independent-minded senior investigators liked to be told what they were to do, and maybe it was contributed to by how George Crane came across. He just didn’t have a politically-correct way of doing things. That is too bad because his contributions to the ECDEU program and to clinical psychiatry were really important.    

TB: We have talked about your early involvement in ECDEU and NCDEU. You did mention the importance of relationships that you developed with European psychopharmacologists and psychiatrists through your affiliation with the CINP. Would you enlarge on that?

JO: The CINP has not been just another organization for me. It has produced collaborations that introduced much of the world to the Brief Psychiatric Rating Scale through a series of papers in which it was used to compare and evaluate the consistencies and differences in psychiatric diagnostic concepts in different countries. Of even greater importance to me personally has been the associations formed with prominent psychiatrists, psychologists, and psychopharmacologists in different countries. While my difficulty in distinguishing between the important early associations in ECDEU and ACNP has been apparent, that is much less true of the early influences on my personal and professional career that can be attributed to affiliation with the CINP. I mentioned some of their names earlier, but it might perhaps be interesting to mention a few personal memories of those important influences on my life and thinking. Somehow, I see them more clearly as individuals than many who were closer to home. A rather humorous incident occurred at a WHO sponsored meeting in Belgrade early in my affiliation with CINP. It was at a meeting of several days duration, and Max Hamilton was the appointed chairman. His autocratic handling of discussion and the discussants began to create a feeling of resentment as the meeting went on. As the acknowledged pioneer in clinical rating scale development and due to the popularity of his HAM-D rating scale for depression, he may have felt competitive regarding the BPRS. From the chair, he verbalized his opinion that the different rating constructs in the BPRS were not adequately defined. He punctuated his criticism by singling out the BPRS rating construct Hostility and saying in a raised voice “Hostility, I don’t even know what that means.” The crowd in attendance broke into a tension-relieving round of laughter. I would not even mention this except for the lasting friendship Max Hamilton and I developed after that. He visited me in Galveston twice and stayed as a guest in our home. He was really warm and personable when you got to know him.  Another lasting memory from that WHO meeting in Belgrade, which was attended by many CINP members, was a planned dinner in an old fortress on a high bank overlooking the Danube at the village of Novi Sad. I was seated beside Dr. Oldrich Vinar on the bus that took us there, and I remember well it was the day we all heard of the Russian takeover in Prague. No one knew that it was to be the last occasion any of us would see Dr. Vinar for a long time. He went back to Prague and was not permitted to leave the country for years. A psychologist named Engelsman had accompanied Vinar to the Belgrade meeting, but he didn’t return to Prague and went to Canada instead. I think he may still be there.

TB: Yes, he has remained in Canada and is working there.

JO: Reflecting on what I have been saying about my European acquaintances, it is interesting how differently I have spontaneously designated them a formal title or not. Most are professors in their home institutions. I have used no rank or title in mentioning our ECDEU and ACNP colleagues. Most are friends whom I have known for years. It is customary for me not to identify friends by title. I might use titles in introducing them, but not when I identify them in conversation. On the other hand, there are certain European colleagues who are always Professors in my mind, even though I have known them long and consider them friends as well. In particular, there are Prof. Pichot and Prof. Hippius. Nevertheless, I have always been awkward in making introductions. I have never forgotten when I introduced Professors Pichot and Hippius to my wife the first time she accompanied me to a meeting where both were present. I believe it was probably CINP.  In attempting an introduction I said, “Peggy, this is Professor Pichot and this is Dr. Hippius”.  Try to work your way out of that one!  We were, in later years, invited to the homes of each of them, so I suppose I have been excused. But I haven’t forgotten that faux pas to this day. There are people in Europe that remain always Professors.  I actually met Prof. Hippius somewhat earlier when he was at the Free University in Berlin. He had invited me to consult and perhaps to give a talk, I don’t remember. Soon after that, he was appointed to Kraeplin’s former chair in Munich, where he invited me to give a talk and entertained my wife and me for dinner in his home. I remember that visit because it was the beginning of Christmas season when the local vendors were constructing their stalls for the Christmas Market in the center square in Munich.  It began to snow, making a picture of the Christmas Market in my mind like I have seen on postal cards from friends visiting there in later years.  European collaborators and acquaintances, one way or the other tied to CINP, have been so generous and personally cordial to me that I have debts I can never repay. Some were senior academicians like Giovanni Cassano in Pisa, who I identify in my mind as among early proponents of computer technology in European psychopharmacology and whose conversion of an authentic farm house, with quarters for cows included, was an elegant setting for entertaining groups of visitors, in which I was included on occasion. From an historical perspective, I remember Jules Angst in Zurich giving me a personal tour of the hospital he inherited when named to the Chair Bleuler previously occupied. Others, like Professors Gioberti and Rossi in Genoa, Pichot in Paris, and Jose Carranza in Mexico City helped to arrange for their junior associates to study with me in the US, mostly at the UT Medical Branch in Galveston. Among them all, Prof. Pierre Pichot stands out for his long and generous support of my career and what I value as a personal relationship. I am sure that is not unique for him, but I value it nonetheless. He has personal relationships with psychiatrists and psychopharmacologists throughout much of the world without letting international politics stand in the way. There are many memories that remain from long acquaintance with Prof. Pichot. A scholarly French professor, with pipe and hat, he was active in his local medical society and international psychiatric circles as well, but on Friday afternoons he closed his office to catch a train for the weekend in a small village south of Paris where he had a cottage and a different set of acquaintances. My first memory of him is associated with attempts to meet for an appointment at his office in the hospital of Saint Anne. I knew it was in the region of the Sorbonne, but I had failed to get adequate instructions on how to find him. I wandered into a likely looking building with a long dimly lit corridor ending with light coming from a room on the left. When I entered, I saw two scholarly gentlemen bending over manuscripts or maps on a table in an otherwise bare room. After I waited quietly before clearing my throat to interrupt them, they inquired of my mission. I asked if they could direct me to the office of Professor Pichot. They could not seem to understand who it was I said I was looking for. After several attempts to repeat, one of them produced a tablet and pencil and asked me to write down the name. They looked at what I had written and exclaimed in unison “Ah, Pichot!”. It sounded like what I had been saying, but obviously not to the French ear.  Another memorable visit to Prof. Pichot’s office occurred on the very day of the beginning of the student riots in Paris around 1970. I had taken a room the night before at a two-star hotel on Rue Ecole about two blocks west of the Sorbonne. When I stepped out the door in the morning, I saw a double cordon of police in riot gear, holding small grey shields, was blocking the avenue in front of the university. I don’t remember how I got in touch with him, but Prof. Pichot said to wait at the hotel and he would send a resident to take me by car around the disturbance to his office. The morning was quiet enough at his office in the Hospital, and he suggested we go to a nearby café for lunch if it isn’t too crowded. When we walked in, there were only two other occupants at one of the tables in an otherwise empty café. When we left to go to his apartment, which was up the hill from the Sorbonne and across street from the French pantheon, a policeman stopped us at the corner. We could see the crowds below us down avenue St. Michelle and smell tear gas in the air. After some discussion in French, the officer approved of our intent to continue in a direction away from the crowd and toward Prof. Pichot’s apartment further up the grade, where we visited for a l while. He took me across the street to visit the stark interior of the pantheon shrine, and then directed me how to get back to my hotel. I followed his instructions and arrived without incident.  But that wasn’t the end of the day for me, although I never admitted the rest to Prof. Pichot.  I donned a windbreaker I imagined would make me look like a foreign correspondent, if only I had an arm band like they wore. I joined the excitement, marched down St. Germaine behind a student leader who was being escorted for negotiations with authorities, and got caught in a trap laid by police. I bravely lay down on the pavement with arms shielding my head as the police with rubber batons continued whacking students, right and left. I ended up at a glass enclosed café about a block above where students were burning a news stand on St. Germaine, and stacking small foreign cars to block the entry of emergency vehicles. Police were responding with tear gas by then. From my vantage point inside the café, with another glass of wine, I watched something that changed the character of the Left Bank forever. It was students, with handkerchiefs shielding their faces from the tear gas, using iron bars to break up the bricks that surfaced the Left Bank street for use as stones to throw at the police. The streets have since been repaved with asphalt and riot police have retreated to large blue busses with windows shielded by iron grating, where they remain today.  There is a quite different occasion I like to think of in my appreciation of Prof. Pichot. He visited me in Galveston, and I recall his amusement at the Christmas decorations adorning palm trees on the boulevard into town. It turned out he had also been invited to visit NASA by the chief medical director, Charles Barry. I drove Prof. Pichot from Galveston, and to my pleasure, was invited to join him on a guided tour around the NASA facility. We were met at the entrance by a large black limousine with red VIP flags on the front fenders and our auto tour ended at the NASA space museum. After examining successive early space vehicles that were on display and sitting in the driver’s seat of the lunar-lander simulator to view the approaching moon surface, we started a tour of exhibits representing steps of the space program from earliest days. As a bonus for me, the first section of the exhibit focused on Sam the “space monkey” and featured several pictures of the late W. Lynn Brown, who was my graduate professor and the one who brought me with him to work at the Radiobiological Laboratory at Balcones Research Center near Austin. It was an emotional surprise to come such full circle from where I started as a graduate student at the Radiobiological Laboratory in Austin, Texas to that visit with Prof. Pichot to NASA. Not many miles apart, but a lot of time.

TB: Could you tell us about your present interests and how they developed?

JO: I mentioned my doctoral degree was in General Experimental Psychology. That gives a person a rather broad background in different areas of scientific endeavor. From there I followed where opportunities led for several years. Apart from my early participation in psychopharmacology clinical trials, where I was directed to provide support for statistical analysis and participate in writing methods and results sections for manuscripts I have been guided by the notion, “If it isn’t novel or controversial, it probably is not worth doing.” That has pushed me in the direction of controversy with authority or established practices on numerous issues. These included the use of least squares regression to produce tests of significance in unbalanced factorial designs that are comparable to tests produced by the same cross-classification design with equal cell frequencies. Also, correcting for chance baseline differences in randomized or naturalistic treatment conditions, or conditions favoring the analysis of simple endpoint difference scores versus complete regression analyses for comparing treatment responses in repeated measurement designs. My present work is no less controversial, but to explain it really requires consideration of where it all started and of computer simulation methodology that has provided the criterion for evaluating comparative validities of different analytic procedures.  My concern is with the development and evaluation of simpler methods for analysis from controlled repeated measurement designs that clinical investigators who do comparative treatment research can themselves understand. It has roots that extend back to my early work as a graduate student at the UT/USAF Radiobiological Laboratory where I developed hands-on familiarity with classical repeated measurements analysis of variance. My work at the VA Central Neuropsychiatric Research Laboratory at Perry Point introduced me to problems for use of classical analysis of variance to analyze data from controlled longitudinal studies involving dropouts. My move to K-State University introduced me to FORTRAN computer programming, because there was no one else to do it for me in the open-shop computer environment there. That was the best educational experience I ever endured, and it was while I was supposed to be the teacher. If I do say so, I became expert in computer programming which, when I moved to the University of Texas, started me on the path to developing a series of increasingly powerful and flexible procedures for simulation of various conditions found in controlled longitudinal treatment studies. My introduction to correlation structures while studying multivariate methodology at the Psychometric Laboratory of the University of North Carolina facilitated consideration of different patterns of correlated error when simulating realistic controlled clinical trials. Finally, my career-long close association with clinical researchers at different levels of experience and accomplishment has given me unusual appreciation for the lack of preparation and motivation clinical investigators have when it comes to understanding the complex statistical modeling procedures increasingly promoted for analysis  of data in studies they design and conduct. My present concern is not with individuals who collect data on 6 or 8 patients who are to be pooled into a large drug company sponsored study but it is with the remaining clinical investigators who desire to pursue unique interests using sample sizes that are feasible to acquire in a reasonable time in local clinical settings. It assumes such investigators desire to understand a procedure that determines what they can legitimately conclude about results from their studies.  My perspective is rooted in classical experimental design and analysis of variance I practiced laboriously at the Radiobiological Laboratory while a graduate student at UT in Austin in the mid 1950’s. It was taught from a classic text authored by educator/psychologist Lindquist at the State University of Iowa. The text contained a major section on “mixed models” that developed the correct error terms and tests of significance for fixed and random effects in a variety of increasingly complex repeated measurements designs using rather straightforward algebraic and arithmetic proofs. Simultaneously, a mathematical statistician name Eisenhart at the National Bureau of Standards in Washington, DC developed identical solutions using a more complex “components of variance” approach. The fact that later popular texts on experimental design and analysis of variance for psychologists and behavioral scientists, such as the widely used text by B.J. Winer, incorporated the components of variance approach indicates a deference members of applied disciplines tend to have for mathematical statisticians. As an empirical psychologist relying on realistic simulation methods, I clearly do not share that problem.     

TB: Are you suggesting you do not believe complex statistical modeling approaches are better than simpler approaches which are better understood by clinical investigators who actually conduct most controlled treatment evaluation? 

JO: I did not start out questioning the superiority of the mathematically complex statistical models and the equally complex maximum likelihood calculations. I am referring to tests of significance for differences in treatment effects in randomized repeated measurements designs that are based on Generalized Linear Mixed Models (GLMM), such as those produced by the SAS PROC:MIXED computer program, which has become so popular with statisticians working in the drug industry. No, my problem is that the GLMM procedure is not understood by clinical investigators who are responsible for executing, analyzing, and reporting results from comparative treatment evaluation studies in clinical psychopharmacology.

TB: If the mathematically complex statistical modeling procedures are not widely understood by the investigators in clinical psychopharmacology, are there procedures that you would recommend as an alternative?

JO: The approach I and a succession of collaborators has taken can be broadly classified as  analysis of “summary statistics” which combine observed repeated measurements into single composite scores that meaningfully represent treatment effects to be tested for statistical significance. It would be wrong not to recognize the frequent use of summary statistics by biopharmaceutical statisticians, as dependent variables for testing the significance of treatment effects in repeated measurement drug trials. Academic statisticians such as Helena Kramer at Stanford Medical School have published papers recommending such procedures for the analysis of “messy data” in less well controlled longitudinal studies. Analysis of covariance (ANCOVA) has been proposed by some as a way of correcting for missing data due to dropouts. The most commonly used summary statistic has been an ordinary slope coefficient fitted to the available measurements for each study subject. Simple and familiar tests of significance for difference between means of the slope coefficient are then employed to test the mean rates of change for subjects in two or more randomized treatment groups. A problem with most of the work that has been published on these procedures, and especially expositions related to the more complex generalized linear mixed model analyses, is they have provided worked examples or results from calculations applied to a single data set. Our contribution has been the use of simulation methods to evaluate how good the solutions really are.

TB: You have mentioned “simulation methods” several times in this interview. What are they in the context you use them?  

JO: Simulation of clinical trials begins with generating raw data that looks like you would expect from an actual clinical study. The data generation involves use of an equation with coefficients, called parameters, which are controlled by the user to inserts into the generated data you would expect to be made by fixed factors, e.g., treatment differences and effects of time in treatment, as well as random effects including sampling variability, carry-over effects and random occurrences of missing data. When you print out the simulated data file, it should look like you would expect real data to look under the circumstances considered. If not, you have an opportunity to change parameters in the data generation equation and generate a new batch of simulated data that looks more like you would expect.  The advent of high-speed computers has made possible the use of simulation methods to evaluate and compare the validities of alternative statistical procedures.  The procedures we have been interested in test the significance of difference between effects of treatments, in a repeated measurements design, and in the presence of dropouts and autoregressive correlation structures for the simulated data. We refer to the simpler procedures as two-stage analyses. In stage 1, a linear slope coefficient is fitted to the measurements for each subject and weighted by the time the subject remained in the study before dropping out or completing the trial. Stage 2 involves application of common analysis of covariance, ANCOVA, to test the significance of the difference between group means with baseline scores and time-in-study entered as two linear covariates. High speed computation permits the whole procedure from independent data generation to tests of significance on the summary statistics to be repeated many times in relatively little time. The power of the test of significance is then estimated from the relative frequency of rejection of the null hypothesis across the series of hundreds or thousands of simulated data sets. Where the Type 1 error rate is to be calculated, no true treatment difference is introduced into the generated data that are analyzed. The accuracy of estimates of Type 1 error or power increases with the number of sample data sets generated and analyzed and can be as small as one considers important for comparing different analytic procedures.

TB: How satisfactory did you find this “simple two-stage analysis”? 

JO:  The first formulations of the simple two-stage analysis we evaluated did not weight the individual slope coefficients by time-in-study for dropouts, and the power of tests for differences in the mean slope coefficients was observed to drop off substantially as the frequency of dropouts increased in different simulated conditions. This was rectified by including weighting for time-in-study in the recommended analysis. Similarly, the value of more numerous repeated measurements was shown to decrease with increase in departure from a uniform correlation structure for the simulated data. In fact, the comparative results indicated that tests on simple difference between baseline and last measurement for each subject provided greater power than tests on slope coefficients fitted to all of the available measurements when the correlation structure of the repeated measurements was strongly autoregressive. By “strongly autoregressive” I mean the correlations between measurements close together in time are much larger than the correlations between measurements further apart. Given that one considers the correlation structure of the repeated measurements in choosing between a two-stage analysis of weighted slope coefficients fitted to all of the available measurements and a two-stage analysis in which simple difference scores replace the slope coefficients as the dependent variable for a familiar ANCOVA test of significance, we feel quite encouraged by the results for both Type 1 error protection and power.    

TB: If I understood you correctly you prefer to use simple over complex statistical methods. Have you employed the simulation methodology to compare validity of the simpler and more complex procedures?

JO: We have done a number of comparisons under different simulated design, data structure, and dropout conditions. That is where we unexpectedly got ourselves in another controversial situation. We did not expect the simpler two-stage procedures to be superior to the “state-of-the-art” procedure for analysis of data from clinical trials with missing data due to dropouts. All that concerned us was that the simpler methods should not have seriously inferior validity.  Monte Carlo runs of 1500 or 3000 simulated sample data sets with different correlation structures, linear or non-linear patterns of true mean change, and different random or non-random dropout conditions were generated, and each of the data sets was  analyzed by both the simpler two-stage and more complex GLMM procedure. The simple two-stage analyses of both weighted slope coefficient and simple endpoint difference scores evidenced appropriate Type 1 error protection under all of the conditions examined, whereas complex “state-of-the-art” GLMM random effects model formulation using error structure specification, recommended by the author of the SAS PROC.MIXED procedure, revealed non-conservative error protection about half  the time. More to our surprise, in no case where the more complex GLMM analysis provided appropriate Type 1 error protection was its power superior to that of a simple two-stage analysis, the choice of which was based on the error structure of the simulated data. Much of this work has been published or will, we hope, be published in good time. 

TB:  This is a good time to conclude the interview with Dr. Overall on an optimistic note.

JO:  I’m afraid I have gone on much too long as result of my identification with clinical investigators whom I believe are essential to the continued improvement in treatment of psychiatric disorders. The work we are doing now has proved quite controversial, and I appreciate the opportunity to call it to the attention of anyone who might be interested. The simple two-stage analysis still lacks an objective rule for choosing the number of measurements to include in the research design or in the Stage 1 definition of change, even when more have been obtained. We continue to work on that, so please stay tuned. 

TB: I would like to thank you very much John for sharing all the information about your life, education, and career.  

JO: I hope we’ll see one another again before too long, Tom.

( John E. Overall was born in Gonzales, Texas in 1929. 





