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RACHEL G. KLEIN

                                                                                  Interviewed by James F. Leckman

 Boca Raton, Florida, December 7, 2007

JL: Rachel, it’s a pleasure to have the opportunity to talk with you. I thought I’d just start at the beginning and ask where you were born and how is it that you became so active in the field and have made so many important contributions?

RK:   I was born in Paris, France and came to this country when I was fifteen.  In college in New York City, I worked in an afterschool community program with underprivileged minority children, and discovered that I had a talent for working with children.  My goal, which in retrospect was not a bad one, was to take the children out of the ghetto, and show them that there was a world beyond.  I took them to museums, to parks, to all sorts of activities that they had never experienced with their family.  I wanted to instill in them the thought that they were part of a larger world.

JL:  And, that you really cared about them.

RK: Yes, and it was successful in the sense that they were very happy and appreciative. It was rewarding for me.  I had studied comparative literature in college, but based on my positive experience in the after-school program, I decided to do graduate studies in Developmental Psychology, since I was interested in normal children. At the time Developmental Psychology was not well regarded, so I applied to a Clinical Psychology program at Columbia University. I was not thinking of becoming a researcher but went with the expectation of acquiring scientific knowledge about human behavior and development.  I was naïve since I had not studied psychology as an undergraduate, and was sadly mistaken.  I found there was no body of knowledge, only a lot of theories and beliefs that went unquestioned.  Views were expressed without self-criticism, and I was extremely disappointed that I had entered a field that was not even remotely scientific. By luck, I got a job as a research assistant at what was then Hillside Hospital.  The way I got the job is not a model of careful career planning. While in graduate school, in 1961, I met Max Pollack, one of the senior researchers at Hillside Hospital, at a resort in the Catskills where I was spending a weekend. He asked me whether I would consider a summer job since the whole research staff, which consisted of Max Fink, Max Pollack and Donald Klein, was going to Munich for the CINP congress, and someone was needed to cover the shop during the summer.  There were only two or three such departments in the entire world at the time. It was called the Department of Experimental Psychiatry; we used to joke that the name was an oxymoron.

JL:  This was part way through your graduate school experience?

RK: Yes.

JL: You started in the summer and continued to work there over a longer period of time?

RK: That’s exactly what happened. I was lucky to be hired on a permanent basis. 

JL: While you were continuing your studies, you were also working at the Hillside Hospital?

RK: Yes, and I conducted research for my dissertation there.

JL:  What was that on?

RK: It was based on some of Kraepelin’s observations about dementia praecox. In graduate school, I had read Kraepelin and was impressed by his clinical reports of different types of psychoses, specifically noting that dementia praecox patients had a childhood history of being peculiar and socially isolated, and that these patients had particularly chronic, unremitting disorders. One of the research projects at Hillside was a prospective longitudinal study of schizophrenic patients who had been discharged several years previously. For my doctoral thesis, I decided to take the opportunity to test Kraepelin’s clinical observations. The patients’ clinical charts were rich in historical information.  Most were young and remained in the hospital for months. Parents would spend days giving information about their offspring.  I developed a scale to rate patints in their early childhood and adolescence with an emphasis on social adjustment from the chart material, without knowledge of the patients’ longitudinal outcome. Strikingly, some patients were reported to have ordinary childhoods, and others to have been deviant from an early age with peculiar interests and lacking peer relationships. 

JL:  That was in the record, or something you were judging?

RK:  Parents reported that their child never had friends or had befriended another peculiar child, had strange interests, had little interest in socializing with peers and, as a young adolescent, didn’t show interest in sex. We found that childhood social history was associated with early onset of schizophrenia, and was a strong predictor of poor outcome.  None of the patients with early asocial adjustment had a favorable outcome at any time during the follow-up period; none ever reached independent function. Among those with adequate early histories and relatively later onsets, half did relatively well post-discharge, and the other half did not. The relationship between asocial adjustment and outcome in schizophrenia was markedly curvilinear. 
JL: What proportion of individuals fell into that asocial childhood category?

RK:  I would have to guess, and I had better not.  As my graduate school professor said, you should never quote data, including your own, without checking it!

 JL: I apologize!

RK: Not at all. I would guess it was about twenty five percent, and they were mostly males.

JL: This leads me to the next question and it has to do with early mentors you had, people who shaped your career trajectory? I imagine those three people you mentioned played an important role?

RK: That’s correct. Max Pollack was a very important mentor; I wrote my very first paper with him.  He was a psychologist who was biologically and developmentally oriented, holding that childhood phenomena, especially cognition and brain development, were influential in the evolution of psychopathology.  There is all the rage about this now, but it was very unusual at the time. Max Fink and Donald Klein were also important mentors.  I spent hours seeing patients with Don during his daily hospital rounds.  In the 1960s, graduate training in clinical psychology didn’t include any mention of diagnosis; in fact, it was devalued. Hillside Hospital is where I obtained training in clinical psychiatry.  It was at the time when Don was discovering panic disorder and talking about its relationship to early separation anxiety.  He also distinguished treatment response to antipsychotics among different types of schizophrenias and he pointed out distinctions between melancholia and atypical depression.  It was an incredibly rich intellectual environment.  It was also one that was refreshing, having gone through graduate school where we were taught unimpeachable truths. In contrast, the ethos in the research department was that we knew little. I was very impressed with this ability to acknowledge our ignorance.

JL:  There’s real wisdom when somebody is willing to acknowledge ignorance and that there’s so much more to learn. Did any of them serve on your dissertation committee, or was it a different group of people?  

RK:  No, they were not; the members of the committee; those were psychologists on the faculty of Columbia and other universities. My dissertation was badly received.  The study was straightforward in relating that early asocial adjustment was associated with early onset schizophrenia and poor outcome. The rationale for the study was also straightforward in testing a developmental hypothesis about schizophrenia. What caused hostility was that I failed to attribute these developmental abnormalities to the schizophrenogenic parents of the children. As far as the committee was concerned, I had overlooked a major issue by omitting a discussion of the family’s role in the development of schizophrenia. My reply was that I would be glad to correct the omission if they pointed me to supportive evidence. They couldn’t. Then, I was criticized for the references having too few psychologists and too many psychiatrists.

JL: Shame on you!

RK: Shame on me!  I told them I would be delighted to quote psychologists if there were pertinent references by psychologists that I had omitted. There were not. The defense was not a pleasant experience, it felt as if I was on trial and guilty before proven innocent, but I got through it.

JL: And you’ve gone on to a wonderful career. The area of science that you’ve helped to develop and define and seems to originate from that first experience of thinking about diagnostic entities in a more rigorous way, looking in a longitudinal way at what happens to individuals who have certain traits and backgrounds and what may influence their outcome.  Is that a correct estimation? 

RK: You’re correct, that early experience shifted my thinking and my work.

JL: Tell us about some of the major accomplishments as you look back on your career and look forward to the next phase. Where have your major contributions been? 

RK:  One doesn’t do clinical research alone. Some of it reflected Don Klein’s interests, especially on separation anxiety. That work led to the introduction of separation anxiety disorder in DSM-III. The diagnosis has stood the test of time as shown by the fact that it has not been altered since. Coincidentally, I had a child with severe separation anxiety, so it resonated. I understood what we were talking about; I lived it, daily, so it was all the more poignant and real. Because of Don’s view that separation anxiety and panic disorders shared some underlying pathophysiology, he hypothesized that impramine, which worked in panic disorder, would be effective in separation anxiety disorder.  We did a study of imipramine in children with separation anxiety which turned out to be very positive.  I should add that we did a further study, which was much smaller, where we did not get a drug effect.  The patients were much less severe, and it could be a situation akin to that in depression where the severe form is most responsive to antidepressant medication.  That’s a testable hypothesis but we never pursued it.

JL: I guess that was your first encounter where you were doing the research with some neuropsychopharmacological agents.  Is that correct?

RK:  It was my first experience in planning and implementing a psychopharmacology study.  However, my first job at Hillside was to evaluate patients who were in an experimental drug study.  Patients received chlorpromazine, imipramine, which didn’t yet have a trade name, or a placebo, regardless of diagnosis.  I would say this experience was a watershed for me. When I started I had the typical view among psychologists and many psychiatrists that medication was just a “quick fix”, and that there were much more important interventions that addressed the root causes of psychiatric disorders. This unsubstantiated attitude was shaken by my seeing severely sick agitated and retarded depressed adults who, after six weeks on medication, walked into my office transformed, completely back to their old selves. It was virtually miraculous, and no rational individual could have denied the incredible impact of medication. These observations led me to conclude that one could not simply dismiss the usefulness of psychotropic medication, and there was great merit in learning more about its value.  

JL:  It reminds me of that era of large state hospitals, where people were institutionalized for long periods of time and lived there and how transforming it must have been to see people revert within six weeks to someone who had been lost. 

RK: These are unforgettable experiences that mark you. 

JL: I’ve encountered your work with regard to anxiety disorders and in terms of hyperactivity and ADHD. I’ll ask you to teach us about what you’ve learned in those two areas, and you can take your pick about which you want to start with.

RK: I would like to start with ADHD, which we began studying in the late 1960’s. The impetus for doing it was the disbelief about reports of stimulant efficacy in children with behavior problems. I had to see for myself. Between 1970 and 1978 we ran a research clinic for children we now diagnose as ADHD.  The DSM-III description of ADHD was, in large part, based on the cohort of children we saw at that time. They were the defining group due of the approach the DSM-III applied to consider new diagnoses as candidates for the nomenclature. One had to produce detailed clinical descriptions of illustrative cases. Since we were conducting systematic studies, we had an ample supply of very well documented clinical cases.  

JL: Did you advertise the clinic?  How did people learn about it?

RK: At the time, outpatient treatment resources were very limited and consisted mostly of child guidance type services. There was a great unmet need and few competing treatment centers for children with behavior problems. Our only outreach effort for referrals was to inform local schools of our services.  We also invited guidance counselors for group meetings to identify their needs for professional services, and to form relationships with them. Our rule was that a child had to be referred by a school.  This was due to the controversy about identifying exuberant children as hyperactive, and the negative perception of treating behavior with medication.  There was a great deal of public opinion about what was considered the “medicalization” of behavior.  A common argument was that parents were intolerant and not accommodating to their child’s normal rowdy behavior. By requiring that children have serious adjustment problems in school, we wished to avoid treating children whose difficulties were not pervasive, or did not affect all or most significant functional domains.  Thus, children had to have behavior problems at home and school; we did not want to treat children whose parents alone, or teachers alone, saw them as in difficulty. In addition, the research team led by Don put great stock in considering a person’s history in the diagnostic process. So, we also required that children have a history of behavioral problems. We knew very little about hyperactive children, and we wanted to ensure that we treated true cases by requiring that the children’s significant adults confirm that the child had serious problems, and that these were not of recent origin.  At the time, stimulants were rarely used in outpatient centers, and never by pediatricians. As a result, most of the children we saw had never been treated with medication, or received any care for that matter. It would be very difficult now to recruit a large number of children with ADHD who had no previous exposure to any treatment.

JL: Did you have in mind, from the beginning, that you would be following some of these individuals into adulthood? 

RK:  Yes, we did. In fact that was an argument we made in our early grants, pointing to the potential for follow-ups to provide information that could validate the disorder.  We knew that if the disorder did not predict a specific course, it was unlikely to be meaningful. In addition to providing such knowledge, it behooved us to be able to tell parents what they could expect later on.  It’s very problematic to have a child who’s in great difficulty and not know the likelihood of the child improving versus continuing to have problems. So, knowledge of course seemed important on several levels.  Don’t forget, we had done longitudinal studies of schizophrenic patients, and appreciated how valuable that experience had been. We collected data at referral that would make a follow up study possible and allow the examination of clinical predictors of course.

JL: If I came to you with my child, you did your assessment and determined that this was a child with ADHD, what could you tell me about what the likely outcome for that child and the important variables that might influence that outcome?

RK:  How old is the child?

JL: Let’s say the child is ten years old.

RK: The child, I assume, is a boy?

JL: Yes, it’s a boy and he’s been handful for years and we keep getting complaints from school, in terms of his behavior. He seems very impulsive; although, he’s quite bright and can focus his attention on things that he’s interested in. What could you tell me about what to expect in the future?

RK: Well, I’m not always as candid as I should e be with parents, because I am reluctant to cause worry that may not be justified.

JL: Pretend I’m not a parent and you’re just teaching me.

RK:  I can try to speak to you as a parent. I would say to watch out for adolescence since it’s a high risk and challenging period of development, especially for boys, and for boys with ADHD.  If the child never had serious antisocial behavior, I would reassure the parent that the child has a very good chance of managing well, especially if the child were bright. I would tell parents that they have to be prepared to accommodate him in school to optimize the child’s experience.  It’s not helpful to push the child to adapt to circumstances that he cannot cope with adequately since it is likely to lead to demoralization. I would encourage parents to make it possible for him to find success in school.  Should that be impossible, they will have to protect him from being tempted into rule breaking behaviours.  I would emphasize that this is especially important since it may lead to substance abuse, and then dependence. If so, you’re on a slippery downward slope.  But, if the child does not develop antisocial behavior and if he’s followed and well treated, he has every chance of doing well. 

JL:  What role will psychopharmacological agents play in the unfolding of that story?  Are they a critical element, in terms of insuring the success of that child, or it’s still something that we’re not certain about?

RK: I’m relatively pessimistic about the likelihood that medication can prevent the evolution of a disorder.  I don’t think the evidence is very good for that. In psychiatry in general, we don’t have good models for disrupting the natural history of a disorder. But if the child continues to be treated and to respond to treatment, he will have that much more opportunity to succeed.  It’s not so much that you’re preventing the illness, but one may be preventing secondary complications that frequently occur if the illness is not treated.  I’m afraid that we cannot represent treatment as a preventive measure with confidence.

JL: You’ve also written about learning disabilities with regard to ADHD.  What role do they play in determining what the long-term outcome will be?

RK: It depends on what aspect of outcome we focus on. In terms of the actual symptoms of ADHD, or complications of ADHD, learning disabilities made no difference; however, not surprisingly, they mattered for academic attainment.  

JL: What haven’t we touched on with regard to some of the major findings; when I think of you I think of that longitudinal study and the dedication that you and those families must have made to the success of that project to carry it forward for so many years.  

RK:  At the time, it was assumed that ADHD was a developmental disorder, in the sense that it disappeared in adolescence. The first surprise was that most boys worsened during adolescence, although about a quarter no longer had the disorder by the time they reached the age of 18.  We had been careful to exclude children with conduct disorder because, based on Lee Robins’ work, we thought that conduct disorder and ADHD, as it is now called, were different conditions.  Yet, a substantial proportion of the children developed antisocial behavior, and conduct disorder/antisocial personality disorder de novo during adolescence. Also unexpected was the finding that the development of conduct disorder was completely accounted for by individuals who had retained ADHD. We were the first to report an excess of substance abuse and dependence in adolescence. This was not an independent outcome; rather, it was a complication of having developed antisocial personality disorder.  Thus, we found a cascading developmental trajectory.  The maintenance of ADHD was linked to the development of antisocial disorders which in turn was followed by substance use disorders.  One of the things that surprised us is that, even though we had excluded children who had conduct problems, who had a pattern of lying, truanting or stealing, etc., there were still some individuals who had mild or transient forms of some of these behaviors. What we found was that even a small dose of rule breaking behavior was a negative predictor of outcome. Therefore, I think it is terribly important to appreciate that treatment needs to be maintained over extended periods of time, that clinicians inquire about any conduct problems, and not dismiss them but rather focus on preventing them.  In sum, we found a highly specific pattern of long-term psychopathology, which we thought validated the diagnosis.  We did not find an excess of anxiety or mood disorders.  But others have reported different outcomes, finding elevated rates of a wide variety of disorders. It is difficult to reconcile such disparate findings.

JL:  You didn’t see that many presenting later on with, what we now know as pediatric bipolar disorder and things of that sort?

RK:  We did not find any bipolar disorder in our group. On the other hand we excluded children with conduct disorder, so those may be the ones that might be more likely to become bipolar.  I understand that adults with bipolar disorder report childhood histories of ADHD. That may be correct. However, if bipolar disorder has a population prevalence of about 1%, and only a minority of these report having had ADHD, we would need huge samples, in the tens of thousands, to find a relationship between childhood ADHD and adult bipolar disorder. By the way, we are now evaluating these children at the age of forty.  Out of over 150 subjects, there are two individuals who became psychotic in their thirties, and none among the controls.  It is very difficult to come to some clear prognostic statement about a rare outcome. However, it is possible that in a study of adults with late onset psychosis, one would find a large proportion with childhood ADHD.

JL: I’m delighted we’re going to hear more about that cohort, because it’s been such an important one to follow, in terms of our understanding of the condition.  We’ve talked a bit about Panic and Separation Anxiety; I see you as having made really important contributions to our nosology and our understanding of those conditions. Would you share a little bit about what you think are the most important findings there and the next steps that we need to take to advance our knowledge?

RK: In terms of the nosology, the work we did with Separation Anxiety was the basis for introducing Separation Anxiety disorder in DSM-III.  The DSM-II contained the diagnosis of Phobic disorder for children, which encompassed all childhood anxiety. The DSM-III was the first attempt to distinguish various forms of childhood anxiety disorders. The diagnostic shift was seminal in the sense that it fostered biological studies of children with Separation Anxiety and studies of neural pathways in different child anxiety disorders. Correlates of Separation Anxiety have been noted; specifically, from the work of Daniel Pine, we found CO2 hypersensitivity in children with Separation Anxiety disorder and, more recently, we have found that, among children with Separation Anxiety disorder, parental history of Panic disorder influenced CO2 hypersensitivity. Even within Separation Anxiety, there is heterogeneity and perhaps one way to subdivide the group is through parental history. For future studies, it may be useful to make that distinction.  In terms of the nosology, I already mentioned that our early studies with children who had what was called Hyperkinetic Reaction of childhood were very influential in DSM-III. They helped specify excessive motor activity, impulsivity and inattention as key features of the disorder.  That was changed in the DSM-IIIR. We don’t need to go into the reasons why, our work had nothing to do with it, but the DSM-IV went back to the DSM-III approach for the diagnosis of ADHD.

 JL: Are you fairly content with where we stand currently with our nosology, with regard to these conditions, or would there need to be further refinements in DSM-V?

RK: This is a very personal view.  I’m a little disappointed; I should say more than a little, in how the DSM is used. We had great hopes that it would alter our approach to patients. It has not fulfilled its promise.  The document is not to be faulted; rather, the field is.  We have adopted a check list approach to diagnosis, and the sense of what has gone wrong has become lost. The concept of Separation Anxiety is not whether the child does or does not do A, B, C, D, which may be important, but it does not tell the whole story. Rather than identifying the functional construct underlying the condition, it has become a numbers game. Tthe same applies to ADHD.. There is a host of papers reporting on individuals who do not meet the stipulated number of criteria for a diagnosis, but who are impaired.  The DSM was never intended to be a formula or rule.  It was to be a guide for clinical purposes. Obviously, for research, one must adopt a uniform standard for diagnosing subjects, but the DSM was not meant to be a research tool exclusively.  

JL: I hope that your comments are ones that many people will hear in their training.  We’ve talked a little bit about some of the individuals who were important mentors to you in your life and you mentioned one individual for whom you have provided mentorship, Dr. Daniel Pine. Are there other trainees you’d like to just tell us about and share some things about the experience of being a mentor?

RK:  I must confess I never thought of myself as a mentor, but as working with young people with shared interests. I can mention Harold Koplewicz, who is now the Chair of the Department of Child and Adolescent Psychiatry at New York University.  He was a Research Fellow with me, which was a rewarding experience.  Believe it or not, John Kane worked with us in our work on the hyperactive children, so I like to think that this experience had something to do with his decision of entering research. There were people that we hired to help us in the studies, who went on to be independent investigators, through that collaboration.  One of them, in terms of ADHD, is Howard Abikoff, at NYU, who has gone on to work very actively.  He was our first observer on classroom behavior of ADHD children.  Jeffrey Halperin, now at Mount Sinai, also went on to conduct independent work in ADHD. Prior to working with me, neither of them had any interest in, or knowledge of the disorder.  Laurie Miller, who was interested in aggression, was inspired to go work in prevention.  She is now running a multi million dollar program for Prevention of Conduct Disorder.

 JL: And, what is the name of her program?

RK: Parent Core.  It consists of training minority parents to teach other minority parents in their community. There are others I work with now who are on their way to becoming dedicated researchers in child psychiatry. 

JL:  You might mention a name or two for the record.

RK: Carrie Masia Warner who specializes in the treatment of anxiety disorders, and Vilma Gabbay, in the neurobiology of adolescent depression.

JL: They ask us about the role that you’ve played in writing and editing books and journals.  They want some record of what contributions you’ve made in that way.  There’s another very interesting set of questions about the interface of family life. We have already learned some things in terms of your spouse and one of your children.  Maybe, we could ask which books you’ve published are your favorites, or the one that you’d like us to draw our attention to.

RK:  My favorite is old; I don’t think anybody looks at it any more, and that’s always disappointing.  It’s called Diagnosis and Drug Treatment of Psychiatric Disorders, which was published in 1980.  Donald Klein is the senior author.  It was a joint effort with him, Fred Quitkin, Arthur Rifkin and me. It reviewed the extant literature, which was a doable task then.  It would be very difficult now. It also included practical clinical information about differential diagnosis and psychopharmacological treatment, and discussions by Don, which are still relevant, on principles of classification.

JL: Wow, the entire literature!  My goodness, that’s an ambitious task. And can you just tell us a few of the honors that you’ve received over the years?  They do ask this question, and I don’t mean to embarrass you.

RK: Do I have to answer it?

JL: Please do; people will want to know.

RK: I received a Merit Award from NIMH and the NARSAD Ruane prize in Child and Adolescent Psychiatry, which you also received this year. There are others but I am still very active in my field of research and much more interested in what may lie ahead than in any past accomplishments.

JL: Well thank you Rachel that seems a most appropriate way to conclude our interview.                                           
