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YVES LECRUBIER

Interviewed by Andrea Tone

San Juan, Puerto Rico, December 10, 2003

AT: I am Andrea Tone. It is December 13, 2003 and we are at the annual meeting of the ACNP in San Juan, and I am interviewing Yves Lecrubier.( Why don’t we start, at the beginning and have you tell me something about your upbringing, childhood, early education?

YL: Well, my early education was in Spain when I was 8 - 12.  So I learned another language early in life.  And then in France we have a very classical education, oriented more towards literature than science.  By going into medicine and understanding how our brain functions, I moved towards an interest to psychiatry.

AT: So when you began medical training did you see yourself becoming a psychiatrist?

YL:  I didn’t know at that point.  But brain oriented certainly.

AT: What time period did you begin medical training?  

YL: The year I started was 1964. This was just after the discovery of the new drugs, although I’m not sure that had a major influence.  But, the fact there was a physiology of the brain that could be affected in a manner that benefited patients might have had an impact. 

AT: So what did the medical curriculum in France offer students?  We know that in the United States there were a lot of schools still wedded to the psychoanalytic model at this time; that a lot of people who became prominent in neuroscience were really turned off by the idea of spending the rest of their lives on the couch talking Freud.  

YL: Education in France is always handled by the state. Medical school is a seven year course and at the end you have an internship. Then you choose a specific specialty. A psychoanalytic career is totally independent from the university; there is no real control or formal curriculum although psychoanalysts have a strong influence in France. There is a curriculum for becoming a psychiatrist and I’m interested in psychology, as all psychiatrists should be.

AT: So when you were in medical training in the early 1960s, they were already emphasizing the importance of drug treatment and biological psychiatry? 

YL: Drugs were already available and we were looking for their mechanisms of action.  So that was a rather interesting period, trying to understand why some drugs could improve specific disorders. That was a challenge, so everybody thought that by understanding the physiology of the brain, one might learn how these new drugs had their unexpected therapeutic effects.

AT: Were there specific fields or challenges that interested you when you gravitated toward psychiatry?

YL: When I started a major surprise was the possibility that some schizophrenic patients could be substantially improved and have a life outside hospital. So that was of a great interest. From the start I had two areas of expertise, one in psychopharmacology and the other in psychiatry.

AT:  Were you seeing patients?

YL: I was seeing patients but in parallel I did research with the pharmacologists and teaching in psychopharmacology.  

AT: What were some of the first clinical trials you did and what do you consider some your most important early research? 

YL: My early research was in depression. Patients have a problem with mood, but also what we call retardation. There is loss of energy, the patient moves slowly and if one speaks very quickly the depressed person has difficulty understanding and problems concentrating. We felt that independent from the difficulty created by their mood, it was retardation that made them ineffective. We also felt that retardation was their most biologically related symptom. We could also show that retardation disappeared when a person was successfully treated with an antidepressant.  When you were treating them with a benzodiazepine, an anxiolytic, some of the patients felt much better, but their retardation didn’t disappear.  So we could separate the mood dimension from the physical and probably biological dimension. Of course we had to produce a scale to measure this change that we called the depression retardation scale.

AT: When you said that there was a difference in efficacy between antidepressants and benzodiazepines in depressed patients were you talking about tricyclic antidepressants?

YL: Yes. Truly depressed patients need to be treated with antidepressants.  But in those times there were lots of patients called anxious depressed, and it was not known where to set the border between anxiety with depression, or depression with anxiety. But we felt retardation was a good predictor for responsiveness to treatment. If you had some retardation, such as difficulty  reading a newspaper or book, if you had to reread the same page two or three times because of poor concentration, if you were moving slowly, and if you were unable to cope with your usual activities, then we thought you were depressed and needed treatment with antidepressants.  If you didn’t have these symptoms, benzodiazepines would work as well as an antidepressant.

AT: In your current work you are writing about co-morbidity. Today, people in general talk about comorbidity and we have a lot of drugs, like Effexor (venlafaxine) which are advertised to convince doctors that in depression, anxiety is working behind the scenes, and if you see anxiety it’s probably depression. In your early work you emphasized the importance of distinguishing between the two.  So it seems you moved in a different direction?

YL: Absolutely. In my early research I focused on depression rather than on anxiety disorder, and the challenge was to see what the targets for antidepressants were. I didn’t think it was mood, it was retardation, comprised of concentration problems or what people now call cognitive problems. Antidepressants also help patients to cope with problems in daily life and strongly impact mood.  Then, studies in epidemiology showed that the diagnosis of depression was not constant. You may have an anxiety disorder first when you are 16, 18 or 20, and then develop depression at 25. There is no contradiction in saying there is some specificity for antidepressants in depression and there is also usefulness in anxiety disorders because, as defined now, they also involve cognitive mechanisms. Anxiety disorder also includes patients with social phobia. That term doesn’t imply you are continuously anxious but that there are circumstances when you become anxious. Anxiety is a consequence of not being able to cope with the environment.  If you think about generalized anxiety disorder (GAD,) its new DSM-IV definition refers to chronic worriers, to patients who worry about things they shouldn’t.  In the new definition there are specific triggers that induce anxiety. You qualify for GAD because you over worry, and not because you are anxious. The same thing applies for PTSD, post-traumatic stress disorder.  You have flashbacks.  You have this difficulty confronting thoughts of the trauma, the stressful event.  That again is a mechanism that induces anxiety. In all these cases, anxiety is the consequence of some mechanism that makes a particular individual fragile. So the reason I have written that co-morbidity is the rule and not the exception, is because the risk factors that make somebody fragile may be common to depression and other disorders. It would explain why the same individual doesn’t always develop the same disorder, but can develop different disorders in their lifetime.  The difficulty is to understand why the same mechanism is expressed differently at any given moment. This is probably related to very simple things, for example, age. If you imagine you are, let’s say, 16 years old and not feeling well, what do you think is the cause?

AT: You’re going to make me answer this question?

YL: Yes.

AT: Oh, boy, not doing well enough in school.  

YL: Exactly. And you would probably be very careful whether your hair was appropriately cut, because if not people would look at you and you would be ashamed. So, if you develop social phobia that would be appropriate because of the kind of preoccupation you have at that age.  Now, let’s imagine that, with the same factors, you are not feeling well but you are 30.  Then it’s much more likely the cause is you are not coping as well as you should, that you have lost the ability to make your life what it should be. So you more likely become depressed. My idea is simply that the preoccupation you have at a certain age is strongly impacting on a common mechanism. The expression of that mechanism, whether anxiety or depression, depends on your age and environment.  So that’s why diagnosis is not stabile and why it is very important to acknowledge that co-morbidity is the rule.  

AT: It’s an interesting model, because it suggests that in addition to brain chemistry, environment and social mores about what people should and shouldn’t be doing at certain time periods, plays a role in how a common mechanism is expressed. But it also depends on the culture one lives as to what a 16-years old female is worried about.  How do you disentangle that? 

YL: If you look at what happens in some of the Middle East civilizations, for example, the normal social way is that as long as you are a child you can speak and chatter.  Nobody cares what you are saying because you are not considered an adult.  So you are not responsible for what you say. Then, there is a ceremony when you are acknowledged of being an adult.  And after that if you say something that is not appropriate, people will respond to it very severely. So after you are installed as an adult in society, you must be extremely careful what you say, otherwise you will be criticized and may develop depression or anxiety. That shows that triggers exist in all civilizations. 

AT: So there are universal truths about anxiety and depression that may take on specific forms or manifestations depending on culture and conduct.  

YL: Sure.  And we still don’t understand exactly what depression is. You may have many reasons for it. You have patients with bipolar disorder who have a manic followed by depressive episode. Clearly the origin of that kind of depression is different from the depression we talked about. When I was referring to depression co-morbid with anxiety disorders or anxiety disorders co-morbid with depression it applied only to unipolar patients.  Bipolar patients are different.  Maybe in the future we will find that some of unipolar patients are different from others as well. 

AT: How would you say your work and findings have advanced the field in ways that other researchers have not.  What makes your contribution unique?

YL:  Who is really making a unique contribution?  I’m not sure about that.

AT: Everyone says that. 

YL: I’m in a field where many small things add up and the work of one person contributes to that of others.  The fact we showed that in depression there was a dimension involved other than just mood, a very physical dimension, was an important contribution. The notion that there were physical symptoms of depression that you could measure and depression is not just a subjective feeling was important. After research in depression I moved on to do research in the field of schizophrenia. Since the research we did was in the field of psychopharmacology, we were interested in antipsychotics. At that period we were convinced that in schizophrenia there is a dimension of so-called positive symptoms, like hallucinations and delusions, another dimension that manifests as strange behaviors others cannot accept, and a third dimension of negative, deficit symptoms. All these deficits pre-exist, present before the first episode which is defined by the onset of positive symptoms. So the deficit symptoms are there before the first episode, and continue all through the patients’ life, whereas the positive symptoms like hallucinations come and go. We emphasized that deficit symptoms are the most important component of schizophrenia, and that some drugs are better for deficit symptoms than others. 

AT: Such as?

YL: Drugs that stimulate dopamine. Earlier on people that all antipsychotics needed to block dopamine. Since drugs which block dopamine can induce deficit symptoms while improving positive symptoms, we were the first to hypothesize that possibly in schizophrenia in some structures there was high dopaminergic activity whereas in other structures, and especially in the frontal cortex, there was low dopaminergic activity.  Then, recognizing that neuroleptics, given in very low dose act as stimulating drugs, whereas, given at higher dose they act as blockers, we advocated it was possible to play on one or the other dimension by using the same drugs. Slowly what became apparent is that the major burden was from negative symptoms that were constant, and not from hallucinations. We contributed to the idea there was a possibility of improving negative symptoms. At that time others were thinking that negative symptoms are irreversible and not a target for therapeutics. Our idea had an impact on opening up the field for having negative symptoms as targets of treatment. 

AT: What other research stands out in your career as changing psychopharmacology? 

YL: I discovered that only about about half of the patients had proper treatment.  I realized that to improve mental health care the major challenges is not in finding better drugs but in improving treatment. By increasing the number of properly treated depressed patients by GPs in primary care from 10% to 30% you would have a 300% improvement.  I moved my research in that direction even if it was, initially, not my expertise, because I thought that was a challenge.

AT: A public health challenge. 

YL: Yes.  And we have been working on trying to better identify patients for treatment. For that we developed an interview called MINI. That structured diagnostic interview has been very successful. All the previous structured interviews were targeting research and were lengthy two hours long. Realizing that a depressed patient cannot stand two hours of answering questions we moved to have a MINI interview that still gets 90% or 95% of the information that one gets in the long interviews. We showed that the answers in our 15-minute interview compared to the answers in two hours interviews are more accurate, because patients are not tired .The aim of the MINI is to facilitate the identification of patients.  It has been translated into 45 languages at this point.  That shows there was a need.  

AT: My students are struck by how much variation there is in the practice and diagnosis in psychiatry in different countries. They want to believe psychiatry is a universal science that transcends national boundaries. So could you map out some of the key differences between France and other countries and tell us how you would address this issue of national differences? 

YL: There are two very different problems.  One is the difference between health care systems in the different countries.  That does have a strong impact on psychiatry as with other specialties.  The health care system in France is handled by the state.  Reimbursement, until recently is almost 100% for severe illnesses, but only 70% for illnesses which are not as severe. So, if you have a very severe illness and need long-term treatment, you would be reimbursed 100%.  So you can go to any GP or clinic as many times as you want.  It’s up to you, not to the system. The state is very reluctant to implement anything new because it increases the cost of health care.  The public is never fully aware of the cost; it is not well understood. There are other countries, like the UK where there is much more awareness by the public on what the difficulties are. For example, of the cost of a drug treatment or reasons for the long waiting time for an appointment with a specialist. There are major differences in how people see psychiatry, but there is stigma in all countries at different levels. There has always been stigma toward conditions where you have no treatment. When tuberculosis had no treatment, it was shameful to have tuberculosis, and you wouldn’t marry your daughter to the son of a person who had it.  As soon as an effective treatment was available, the stigma disappeared. We see that today for depression; with rather good results for antidepressants, the stigma is decreasing. Many people will go to friends or employers and admit, “I’m depressed.” That means depression is relatively accepted but to a degree that varies from country to country

AT: I was interviewing someone two days ago who is an expert on geriatric depression in the United States, and learned if you are depressed over the age of 65 Medicaid won’t reimburse psychiatrists well enough for them to take on an elderly patient.  Drug costs are spiraling out of control so a lot of elderly people who are not affluent cannot afford the best or the newer treatments. It made me wonder whether it might not be better to be a person with a mental illness in a country with universal health care.  Having grown up in Canada, I’m a big proponent of universal health care, but in terms of the patient, how would treatment vary for someone living in the U.S. versus France? 

YL: Strangely, the major difficulty is not that different.  A patient, regardless of whether they live in France or in the US, has only a 50% chance to be properly treated with an antidepressant.  And that’s very optimistic because the 50% are treated after an unacceptable delay, which can be years and not just weeks. In addition not 100% of the patients are treated with an appropriate dosage, so the proportion of those with optimal treatment would only be between 20% and 30%.   That is just as true in the United States, France, the UK, Italy or Germany.  So, for the advanced countries where you live is not as important. But the kind of drugs you will take may be somewhat different in the US and France. The cost of drugs is probably cheaper in France because the government has more control over the cost.   

AT: Thinking about the state of the field when you entered it in the early 1960s, what do you think the key changes have been? 

YL: First, that mental disorders could be improved by specific drugs leading to understanding that our brain was the origin of thoughts but that thinking was just one of its functions.  Then, the discovery that 30% of patients consulting a doctor have a mental disorder leading to the integration of psychiatry with the health care system. 

AT: What are the key challenges facing psychiatry and psychopharmacology and where will the field will be 20 years from now? 

YL: All those who predict the future have made major mistakes. But I believe we have enormous developments in neurosciences currently and an enormous amount of data.  We don’t know what to do with it, because we don’t have a very good model for psychiatric disorders and a major problem is the lack of clinical research. We have lots of data generated in neuroscience and molecular genetics but only old classifications of psychiatric disorders. So, if we select, for example, depressed patients for genetic research we identify patients with a certain number of symptoms or above a certain score on a depression scale. This is not an adequate criterion for genetic research. So there are lots of negative results, because of the inadequate instruments we use for measuring change. We have no investigators any longer. Computers are analyzing collected data automatically but nobody thinks the computer is doing research. My feeling is, in the next years, we should disentangle psychiatric patients into relevant targets for research. In depression, for example, we should find out what different factors cause it and if we do we will end up finding specific treatments for each subgroup.  This is possibly the future. 

AT: Thank you very much.  I enjoyed that. 

YL: Thank you.

( Yves Lecrubier was born in Algiers, Algeria in 1944. Lecrubier died in 2010. 





