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GEORGE S. ALEXOPOULOS

Interviewed by Andrea Tone

San Juan, Puerto Rico, December 8, 2003

AT: My name is Andrea Tone and we are interviewing George Alexopoulos( at the 42nd Annual Meeting of the ACNP in San Juan. Thank you for coming to the interview.

GA: Thank you, Andrea.

AT: Let me start with some general questions about your background.  You were born in 

Greece.  Tell me about your upbringing and your early education.

GA: I was born at the end of the Civil War in Greece.  I went to medical school in Athens and upon my graduation served in the Greek Navy, a mandatory service in Greece.  

AT: It is still mandatory, isn’t it?

GA: It is, but the service is much shorter.  After the Navy, I worked as a country doctor in Mycenae, also a mandatory service.  I enjoyed this work because it gave me the opportunity to practice general medicine.  I had an internship in internal medicine earlier and a long rotation in neurology.  Then, I came to the United States.

AT: At what point did you decide you wanted to become a physician?

GA: Oh, I wouldn’t even remember.  My family encouraged me to go into medicine.  It seemed like the thing to do.  My sister also became a physician. 

AT: And, what was training in medicine like in Greece?  Would you say it varied from training in the United States?

GA: No, it was pretty similar.  I had excellent attendings during my internship. They spent a lot of time with me.  They valued their trainees and enjoyed teaching.  Even as an intern, we wrote a few papers together.  In one of those, I was the first author. It was hard work but a very useful experience.

AT: You mentioned that you had training in neurology.  What was your exposure to psychiatry early on, and at what point did you decide to commit to becoming a psychiatrist?

GA: I had no training in psychiatry.  The debate in my head while in medical school was whether to go into a very practical field, like surgery, or to go into psychiatry, which was a broad and evolving field that would allow me use a wide variety of study methods.  Growing up, I had interest in philosophy of science and I thought that psychiatry would allow this interest to be central to my professional work.  It didn’t happen.  I still think it might happen at some point.  Before I started formal training in psychiatry, I had little exposure to psychiatric patients, essentially volunteering in a mental hospital, going to rounds with professors, etc. But I did not really know what mental illness is until I started my residency in the US.

AT: How was mental illness viewed and treated at the time you were doing short hospital rotations?

GA: That was in the early 1970's, and there was a lot of confusion about psychiatry in Greece and around the world.  There were some people who believed in a rather naïve way in the power of the newly available psychotropic drugs and thought that everything else was unimportant.

AT: Everything else being psychoanalysis?

GA: Psychoanalysis and psychotherapy were felt to be unimportant by biological psychiatrists of that time. Most biological psychiatrists were working in mental hospitals, treating people with psychotic or severe mood disorders.  In contrast, psychiatrists who favored psychotherapies would shun mental hospitals and preferred to treat people who were essentially well.  They were treating them with psychotherapy or psychoanalysis with results that were neither measured nor standardized in any way.  So, there were two different worlds. These two types of psychiatrists did not treat the same kind of patients and did not have the same vocabulary.  They couldn’t speak to each other. The integration of pharmacotherapy and psychotherapy that we see today was inconceivable at that time.  

AT: Was there a socioeconomic gap, as well?  Were the psychotherapists treating largely the affluent population?  Where there socioeconomic differences in those who were hospitalized and how did access to psychiatric services play out economically and socially?

GA: In Greece?

AT: Yes.

GA: Well, most severe mental illnesses do not spare socioeconomic class. Those who had to be hospitalized were treated, mainly, by biological psychiatrists.  The poor would go to community hospitals designed mainly for chronic care.  They were part of the state hospital system. These hospitals had some acute units, but even the acute units had long stays by today’s criteria, reminiscent of the institutionalization era.  Privately owned hospitals were somewhat better staffed and likely to offer aggressive acute pharmacotherapy and ECT.

AT: In the 1970s?

GA: That’s right.

AT: What was health insurance like for psychiatric therapy?

GA: In Greece, everybody was and still is insured in some way or another.  There’s no single carrier, but everybody was insured, through the State or through employers.  The State was then a major employer and insured most of its employees and their dependents through two of its insurance carriers.  Greece has been a semi-socialistic state, although democracy was interrupted by two or three dictatorships in the twentieth century.  The dictatorships were hated by almost everybody in Greece.  

AT: You mentioned why psychiatry was appealing. Tell me more about your psychiatric training.

GA: In Greece?

AT: In Greece.

GA: I just went to rounds with the various professors in one or two hospitals where I volunteered, so I didn’t have much psychiatric training in Greece.

AT: And, then, when you came to the United States?

GA: I started my psychiatric residency at New Jersey Medical School in Newark. It was a wild place with about ten admissions per night and a length of stay of about four days.  Many patients were discharged to state hospitals, because we had only a few beds.  So we couldn’t complete the treatment for many of our patients.  Because of the difficult environment, good attending staff left the faculty within one or two years.  I stayed there for a brief period of time and went on to finish my residency at Cornell.  Dilip Jeste, another ACNP member, who subsequently had a career in geriatric psychiatry similar to mine, was a resident at New Jersey Medical School at the same time.  He, too, left and went to Cornell.  I stayed at Cornell after the residency where I had a research fellowship under Peter Stokes, and have remained at Cornell until now.  Dilip went to NIMH and now is at the University of California in San Diego.

AT: To back up a bit, why did you decide to come to the United States?

GA: To learn psychiatry. 

AT: Just because there was nothing in Greece to support the training you wanted?

GA: In Greece, psychiatry was one of the least developed medical specialties.  A number of other medical specialties were advanced.  Surgery, ophthalmology, and hematology had been traditionally very strong in Greece.  A number of surgical techniques had been invented in Athens. Many hemoglobinopathies were first identified at the same university.  But psychiatry was fragmented and individualistic.  Psychiatrists felt free to design their approach to mental illness.  They had no shared point of view that would have allowed psychiatry to advance as a serious scientific field.  So, it was obvious when I decided to go into psychiatry that I shouldn’t stay in Greece.  The question was whether to go to another European country, like Germany, or to go to the United States.

AT: And, why did you choose the United States over a European country?

GA: Because, I spoke English better than German.

AT: So, when you came over here for training, had you already come to a decision about what you might want to specialize in or what were your objectives at the time?

GA: My objective was to become sufficiently familiar with the main trends in psychiatry and see where the future lay.  Since I was interested in philosophy of science, I tried to become familiar with psychoanalysis, the most controversial field in psychiatry.  I went to a number of evening lectures given by eminent psychoanalysts and had long discussions with psychoanalyst supervisors. It took about a month to understand that psychoanalysis was not for me.  The psychoanalysts made wild assumptions that did not fit most of the principles of logical positivism, Quine’s holistic theory of science.  Popper had the most explicit views about the non-scientific status of psychoanalysis.

AT: Can you say a little more about it?

GA: There were many assumptions that did not lend themselves to measurement and could not be experimentally tested.  For example, the central assumption of psychoanalysis is that the unconscious influences behavior.  There is nothing wrong with the construct of the unconscious.  There are similar constructs in science that one cannot see or touch, e.g. no human eye has ever seen an atom.  Yet unlike the constructs of other sciences, the unconscious, as conceptualized by psychoanalysis, did not permit measurement.  Therefore, no scientist could construct a testable hypothesis related to the unconscious.  Let me give an example from physics.  The concept of “electrical conductivity” is almost as abstract as the unconscious.  Yet, you can develop an instrument to measure the passage of electrical current through a metal wire and use the reading of the instrument as evidence supporting the construct of conductivity.  The method to study the unconscious was based on analysis of free associations and dreams. These were not nearly as reliable as an instrument that detects passage of an electrical current through a metal wire.  I don’t suggest that there is no place for psychoanalysis.  There may be. For example, psychoanalytic concepts may be used in literary criticism or in criticism of the visual arts.  So it was my interest in philosophy of science that brought me to psychiatry and it was this same interest that steered me away from psychoanalysis.   Another reason that made me turn away from psychoanalysis was my clinical exposure, which made it clear that mental illness is a real illness with enormous consequences.  It worsens medical illnesses, increases mortality, and destroys families and patient lives.  You can play with your own ideas and become enamored with your assumptions in theoretical work, but when you are treating the sick you must take your work seriously.   I felt that one had to be responsible and disciplined in studying mental illness. My early experience in Newark made me understand how severe mental illness is and steered me towards clinical/biological psychiatry.  I saw the most neglected mentally ill patients there who lacked even the most basic resources and support.  It was a human tragedy.  Then, when I went to Cornell, I saw equally severe psychopathology, but occurring in people with more resources and an environment that allowed better study of their problems.  In Newark, it was all emergency room psychiatry, whether you worked in the emergency room or on the inpatient service.  At Cornell, once a patient entered the hospital, the doctor could sit down, catch his breath, and try to think what this person is about.  There was a luxury of time and resources.  So, I learned a different aspect of psychiatry at Cornell.

AT: Describe your status when you first joined Cornell.  What exactly was your position?

GA: I was in the middle of my residency.  After I graduated, I had a research fellowship in psychobiology with Peter Stokes, a pioneer psychoendocrinologist.

AT: And, you were working at the hospital and also doing research?

GA: As a resident, I did some research.  The data collection for my first paper in an American journal was done during my residency in Newark.  The paper was on the observation that patients with tardive dyskinesia do not report their mouth movements and are minimally aware of them.  They did not complain even when the movements were disfiguring and made them dysfunctional.  I thought that the lack of recognition of mouth movements by the patients was not a psychological phenomenon, but rather a neurological symptom, a type of anosognosia analogous to left body neglect after stroke.  When I wrote the paper, this seemed like a wild assumption. But now it’s pretty well accepted that tardive dyskinesia is often associated with neglect of illness.  This was my first and only study in tardive dyskinesia.  

AT: Was this a pioneer contribution?

GA: Let’s not get carried away.  It was beginner’s luck.

AT: What got you interested in geriatric medicine and in geriatric depression?

GA: Several things. Some had to do with opportunity and some with science. After I graduated from my research fellowship on the biology of depression, it was difficult to obtain research funding in that area.  Dr. Stokes, my mentor at the time, said maybe you should try some other field within depression, but not just pure young adult depression.

AT: Which was the hot topic at the time?

GA: Depression was the hot topic.  It was the area that attracted most researchers. 

AT: The 18 to 45 year age range was the targeted population?

GA: I would say 18 to 55 or 60 years.  So, I took a job in alcoholism and I started to study mood disorders of alcoholic patients.  They were called, then, secondary mood disorders.  The two years, 1978-1980, I worked in alcoholism gave me data to publish until 1988.  In 1980, I went into geriatric psychiatry, which was an under-populated field.  The scientific attraction was that brain lesions occurring in late life could serve as a laboratory of nature in which to study psychopathology. This was a rather simplistic thought influenced by my exposure to neurology.  Another reason to be attracted to the relationship of brain lesions to psychopathology was that neuroimaging was evolving and lesions could be seen with some accuracy for the first time.  The idea was that aging gives you brain lesions of various kinds but you don’t have to surgically expose the human brain in order to observe a lesion-disease interaction.  You can observe whether a lesion in the brain increases the likelihood to develop depression, influence its course or contribute to disability associated with depression.  This was the scientific reason for going into geriatric psychiatry.  On a practical level, a research career in geriatrics was feasible.  The field was underdeveloped and many intelligent people went into geriatric psychiatry at that time.  Another reason that may sound trivial, but it isn’t, was that the field was increasingly populated by investigators who were very excited about what they did.  They loved what they were doing and were respectful of each other.  It was easy to interact with the giants of geriatric psychiatry without having to wait on line. If you wanted to discuss an idea or ask for help about a technique senior people were eager to find the time to help. I learned from both senior investigators and junior colleagues.  It was and still is a good environment.

AT: Why is it different from other sub-fields in the study of depression?

GA: I don’t suggest that other fields are less friendly than ours.  I am saying that the field I know has been collaborative.  It has been an environment of exchange and scientific sharing.  Many geriatric psychiatrists would say the same.  But there’s a danger in being in a collaborative field.  When you submit a grant or a paper your work might be reviewed by referees from another field, since collaboration with other geriatricians creates conflict of interest.  This is risky because non-geriatricians may be unaware of conventions and assumptions in the field of geriatrics.  Every complex field needs to rely on some assumptions in order to create hypotheses that can be tested through the experimental means available at the time. The assumptions that geriatric psychiatrists make need not be the same made by those working in young adult depression.  For example, an assumption central to my work has been that brain abnormalities underlying the cognitive impairment of geriatric depression confer vulnerability to depression and influence its course.  Yet, many investigators of young adult depression consider cognitive impairment a confounding factor and exclude depressed patients with cognitive impairment from their studies.  You can see here how a mismatch in assumptions can create confusion in the review process. 

AT: How many joined the field in 1980 when you hopped on this bandwagon and what was the thinking among psychiatrists, but also among other doctors, even the general population, about depression in the elderly?

GA: Investigators, who were not in geriatric depression, thought it was a minefield.  Because geriatric depression develops in people with medical illnesses or dementing disorders they thought that it was difficult to obtain a clean sample to study brain biology of depression.  The classical experimental design in young adult depression was to “sanitize” the sample and study patients who had depression and depression only. They had to be otherwise healthy.   They could not have another brain disease or concurrent medical illness.  My view, when I went into geriatric depression, was just the opposite.  I saw co-morbidity as an opportunity.  The idea was simple and pragmatic.  If a medical illness is known to cause depression, and we know the causes of that medical illness, we may begin to get ideas about what might be contributing to depression.  For example, at the time, Dr. Arthur Prange was writing about thyroid abnormalities in young adult depression.  Hypothyroidism is common in elderly men and in middle aged or elderly women.  I was surprised that investigators were not giving an age dimension to the relationship between hypothyroidism and depression.  The same concern is relevant to brain lesion research.  It is difficult to study the relationship between brain lesion location and depression in young adults because patients with lesions were excluded from studies.  Yet, in geriatric depression, lesions have been used to guide investigators in the search for those that influence the course of depression.  So, what in research of young adult depression, was viewed as an obstacle, some of us in geriatric psychiatry saw as an opportunity.

AT: Wasn’t the thinking in 1982 that depression was just an inevitable corollary to getting old, almost a natural part of aging?

GA: That was in the public’s mind.  I’m not sure that biological psychiatrists felt that way.  Yet, many psychiatrists felt that old people don’t improve with psychotherapy.  It took many years and a number of well done clinical trials to show that standardized psychotherapies have reasonable efficacy in geriatric depression.  The thinking of the time was influenced by Freud’s view that psychoanalysis was ineffective after middle age because personality was consolidated and nothing could change it.  As people say “old dogs don’t learn new tricks”.  Except that depressed old people do respond to psychotherapy if you provide it.

AT: Tell me about what you would consider to be the most important research you’ve done.

GA: I have done two kinds of studies.  One set of studies is looking at biological events that influence the course of geriatric depression.  The second set consists of studies on the effectiveness of treatments for depression offered in the community. In the first area, a number of our early studies found that many patients with late-onset depression, meaning a first episode in late life, also had cognitive impairment and neurological symptoms and signs.  These studies established a connection between cognitive and neurological findings with depression and supported the original idea that late onset depression may result from age related brain changes or diseases.  An important question was who among depressed elderly patients was at the highest risk for dementia and who had a static cognitive impairment.  To answer these questions we started with a study of depressed elderly patients with “pseudodementia”.  These patients met diagnostic criteria for dementia while depressed but their cognitive functions improved when their depression remitted. I should mention that most patients with depression and pseudodementia had their first episode in late life.  We followed these patients for ftwo to three years and observed that about 40% of them developed dementia either of Alzheimer’s type or a vascular dementia.  We concluded that “pseudodementia” is not a “pseudo” state but, in most cases, an early stage of dementing disorder, which clinically becomes evident on follow up.  And yet not all patients with pseudodementia became demented.  Some had impairment in neuropsychological functions that neither progressed into dementia nor improved fully after remission of depression.  Following this observation, I tried to characterize the type of neuropsychological impairment of depressed elderly patients and study its relationship to the course of depression.  In an early paper, we found that late onset depression is less likely to remit than geriatric depression with a first episode in early life.  But studies of depression onset have many methodological problems. I did one study which documented that ascertaining the age of a first depressive episode was not as reliable as the field thought at the time.   Ascertainment of onset is particularly problematic when the first episode is not major depression.  Knowing that most first episodes are of mild intensity, the lack of reliable ascertainment is relevant to the majority of geriatric depression cases.  The other problem in age of onset studies is a conceptual one. Inherent in age of onset studies is the assumption that each depressive episode of the same individual has the same contributing factors.  I argued that this assumption was unfounded.  I found no compelling reason to believe that a depressive episode at age 18 had the same etiological contributors with an episode of postpartum depression or an episode of depression in late life after this same person suffered cerebrovascular lesions.  Think of a young girl who goes to college.  This is the first time living away from her family, she has to respond to a demanding curriculum, and the boy she likes does not even notice her.  She develops depression by mid- October, but her symptoms subside during the Christmas holidays when she goes home and has the support of her family.  Let’s follow this young woman as she ages.  She is now 32 years old, has her first child, and develops postpartum depression probably triggered by hormonal changes.  Years later, our lady is 75 years old, has been hypertensive and overweight since midlife, and develops a third episode of major depression.  Her brain MRI reveals white matter intensities in sub-cortical frontal areas.  Do the episodes of depression in this patient have the same etiology?  There is a good chance that they do not.  In fact, we now think that depressive episodes occurring in early life, damage some brain structures critical for processing affect.  If this view is correct, patients with depressive episodes since early life may have significant compromise in these structures. When vascular or other age-related lesions also occur in these structures in late life, patients with recurrent depression may become exceedingly vulnerable to depression.  That is, more vulnerable than elderly persons who never had depression before.  So paradoxically, depression starting in early life, increases the likelihood of developing depressive episodes in late life due to brain changes that once were thought to be the causes of late-onset depression, e.g.,  vascular lesions or age related brain changes.  Based on these rather simple, clinical thoughts, I decided to abandon “age of onset” as a distinguishing characteristic of geriatric depression or as a predictor of the course of geriatric depression and began to focus on cognitive impairment in geriatric depression and its impact on treatment response and course of illness.  That was a critical turning point in my work.  The first target of my subsequent work was executive impairment.

AT: Please explain what that is.

GA: Executive impairment is an impairment of a set of cognitive functions served by the frontal lobe.  So it is the clinical expression of some frontal lobe dysfunctions.  On a behavioral level, people with executive impairment cannot abstract easily, cannot set clear goals for themselves, cannot plan well, cannot initiate action towards achieving a goal, and cannot sequence their actions.  Even if they achieve their goal, they tend to perseverate and continue to engage in actions no longer needed.  My colleagues and I documented that about 40% of elderly patients with major depression have significant executive dysfunction.  We also observed that severity of depression interacts with executive dysfunction and increases disability.  Said differently, severe geriatric depression is likely to make a person disproportionately disabled if this person also has executive dysfunction.  We observed, in three studies, that depressed elderly patients with a certain type of executive impairment do not respond to acute treatment with antidepressant drugs. Using different samples, but similar experimental approaches, these findings have been replicated by others. Interestingly, when our depressed elderly patients with executive dysfunction finally achieved remission, we noticed that they relapsed into depression early even when they received continuation treatment with the antidepressant nortriptyline. Although they stayed well for 4 to 6 months after remission, depressed patients with executive dysfunction were more likely to suffer a recurrence of depression than patients without executive dysfunction.  Based on these studies, we concluded that geriatric depression with executive dysfunction has a slow, poor, and unstable response to antidepressants.  In 2001, I described the “depression-executive dysfunction syndrome of late life”.  The reason to propose this syndrome was its heuristic value.  That is, its ability to serve as an intellectual platform for specific hypotheses on the pathophysiology of geriatric depression. Following this logic, the next question was: “What are the brain abnormalities, underlying executive dysfunction, which lead to an unfavorable course of depression”? The studies I am doing today attempt to answer this question.  The first set of studies focused on brain structures responsible for some of the executive functions.  The anterior cingulate gyrus is one of these structures.  The volume of the anterior cingulate gyrus may be smaller in depressed patients, especially on the left side, compared to normal controls.  This difference principally results from reduction of the white matter.  An early finding that preceded this study was that microanatomical abnormalities, lower fractional anisotropy in white matter regions lateral to the anterior cingulate gyrus predicted a poor remission rate in a small number of patients treated with citalopram. We are now studying microstructural abnormalities in the whole brain in order to see which have specific relationships to treatment response.  We use two MRI techniques for this purpose, diffusion tensor and magnetization transfer imaging distinguished depressed old patients from elderly controls.  We also replicated our earlier finding of an association between frontolimbic microstructural abnormalities and non-remission of geriatric depression.

AT: Do these abnormalities predict poor response to all antidepressants?

GA: Our first study used many antidepressants as the probe to treatment response.  Our only requirement was that they were given in adequate dosages for an adequate length of time.  We now use only one antidepressant to minimize heterogeneity in the treatment. This strategy does not allow generalization to other antidepressants.  I will report on some of the studies at this meeting.  Changes in brain structure may inhibit antidepressant response by causing brain processing abnormalities.  The next question then should be; what processing abnormalities are linked to poor antidepressant response?  Starting from the observation that executive dysfunction contributes to poor antidepressant response, we now use probes of executive functions. This means we give a stimulus whose response depends on executive function, and we record changes in the electroencephalogram (EEG) in evoked potentials.  At this point, we are studying the error negative wave the wave elicited approximately 80 milliseconds after the subject makes an error in a response inhibition task.  We are also studying the error positive wave, the wave produced at about 300 milliseconds after committing an error. The generators of these waves are on or around different areas of the anterior cingulate gyrus.  Our preliminary studies show that those depressed elderly patients who don’t do well with antidepressant treatment have large amplitude in the error negative wave following a stimulus that requires executive function.  So, that you can see, the sequence in our thinking, we started by characterizing the neuropsychological dysfunctions of depression and their relationship to outcome of treatment. We, then, used these findings to orient ourselves to the potential location of brain abnormalities contributing to poor treatment response, using structural neuroimaging to identify their anatomy. Now we are using electrophysiological approaches to identify processing abnormalities. We started with clinical tools and ended up with more localizing studies, utilizing experimental technology as it is becomes available.  You couldn’t measure, in 1980, the micro-structural abnormalities in the white matter, nor did we know enough about executive functions to be able to do the electrophysiological experiments we’re capable of doing now.

AT: You mentioned that the field of geriatric psychiatry is very collaborative, very supportive.  How would you say your work is different or unique, compared to the results of others looking at geriatric depression?

GA: The studies I just mentioned were mainly done by our group.  However, I consulted with several people over the years, including Kelvin Lim, John Foxe, Ranga Krishnan, Howard Aizenstein, Chip Reynolds, Yvette Sheline, Anand Kumar, and others.  Many of our efficacy and effectiveness studies relied on close multi-center collaboration with competent colleagues.  The psychotic depression study, the first treatment study of this syndrome since the mid-eighties, and the geriatric bipolar study, the first treatment efficacy study in the field, were led by Cornell investigators but relied heavily on the expertise and work of investigators of other centers.  The PROSPECT Study was another example.  I was the coordinating principal investigator, but the other participating centers were the Intervention Research Centers of the University of Pittsburgh and of the University of Pennsylvania.  This was a unique collaboration.  Research centers often are competitors and don’t work with each other.  But, in this case, Chip Reynolds of the University of Pittsburgh, Ira Katz of the University of Pennsylvania and I formed a consortium and did a study that was methodologically superior to what we at Cornell alone could have implemented.  Each of us has been reporting data from the PROSPECT Study and I will be reporting new data at the International College of Geriatric Psychopharmacology meeting that immediately follows this ACNP meeting. 

AT: What are the general implications of your research for the every day treatment of depression in the elderly?

GA: Identifying brain abnormalities leading to depressive syndromes with characteristic clinical presentation and treatment outcomes may allow us to sub-categorize depression according to biological criteria and use pharmacological and behavioral approaches to address specific brain abnormalities.  Suppose we identify abnormalities in the frontal system, let’s say the anterior cingulate, in a subgroup of geriatric depression which does not respond to conventional antidepressants.  If the neurotransmitter systems of the cingulate gyrus are known, a logical next step is to use one of the available drugs that can improve the function of the ailing neurotransmitter systems.  This drug may not be thought of as an antidepressant and thus may not have been considered for use in depressed patients.  Indeed, if this drug were used in all depressives, whether they have an abnormal cingulate or not, it might have been found ineffective, because a good number of depressives did not have an impaired cingulate gyrus and did not need this drug.  I mentioned earlier the depression-executive syndrome of late-life.  Based on evidence that patients with this syndrome have impairment in fronto-striato-limbic pathways, and knowing that dopamine is a central neurotransmitter modulating this system, it is reasonable to study the efficacy of a dopamine-acting drug in patients with this syndrome.  And yet, if you use a dopamine-acting drug in a broader group of depressives, this drug may be ineffective because many depressives may not have a prominent fronto-striato-limbic dysfunction.  Importantly, we have data showing that people with the depression-executive dysfunction syndrome of late life, while likely to fail antidepressant drug therapy, might be able to respond to problem solving therapy. Thus, a type of cognitive behavioral therapy, modified to address the behavioral deficits of these patients, can reduce the adversity they experience.  

AT: To summarize: your research has proven that geriatric depression is not a homogeneous entity and you can’t have a one size fits of all treatment.   Trying to connect this cutting edge research to the experiences of elderly Americans, what are the obstacles someone over the age of 65 faces when they feel depressed to obtain the kind of treatment you’re discussing?

AG: Well, public health is different than what we do.  In most diseases, there’s a gap between discovery of a treatment or an understanding of a disease and what happens in the community.  There are at least two kinds of barriers to transfer of knowledge to community practice that are unique to geriatric depression.  The first is the bias of elderly persons themselves about depression as well as the training of those who treat them.  Old people often say, “If I lived my life without depression, who are you to tell me that I’m depressed or mentally ill”?  

AT: Depression is heavily stigmatized.

AG: It is stigmatized.  The second problem is that two-thirds of depressed elderly persons are treated by primary care physicians.  The training of primary care physicians in recognizing depression varies.  Some are as good as mental health professionals but others have limited training in mental health. Those with limited training may both miss cases of depression or overdiagnose depression where it does not exist. Limited training explains in part why antidepressants are both underused and overused in the elderly.  Another problem comes from physicians’ training in psychiatric interviewing, especially interviewing patients who do not see themselves as depressed and need to be informed of their diagnosis in a way that would be acceptable to them.  Physicians who lack such training may see this discussion as a confrontation and either avoid informing the patients of their diagnosis or avoid treating their depression altogether. Many elderly, especially the impoverished, don’t even have primary care physicians.  They go to clinics when they get very sick and they’re treated as emergencies.  So, the issue of access to care is of critical importance in geriatric psychiatry.  My colleague, Marty Bruce, does studies of home healthcare patients.  About 15% of patients in need of home healthcare have major depression and many others have less severe depressive syndromes.  Marty Bruce trained drivers in a “Meals on Wheels” program to ask the question “are you sad”? Seniors, who answered, yes were referred for a more formal evaluation.

AT: The “Meals on Wheels” driver?

GA: They were trained to ask one single question.  So there are clever ways of increasing access to care, but they need to be thought of, studied, and implemented.  You asked me how to bridge the gap between treatment discovery or understanding of the biology of the disease and delivering care.  In geriatrics, access to care is an important barrier that needs to be addressed.  The other set of barriers exist at the primary care level.  As I pointed out earlier, two thirds of depressed seniors are treated in primary care settings.  Some seniors are referred to mental health specialists, but eighty percent of those referred never reach a mental health professional.  They either resist or do not have the resources or the energy.  Geriatric psychiatrists have rather limited impact on the direct care of depressed elderly persons.  There are too few of us to make a difference.  Most contributions, come from research and teaching, in geriatric psychiatry.  Going back to primary care, I have served as the coordinating principal investigator of the PROSPECT study and had the opportunity to work with the principal investigators of the other two Centers, Chip Reynolds and Ira Katz, as well as many other accomplished investigators, including Marty Bruce and Charlie Schulberg from whom I learned a great deal about this kind of research.  The PROSPECT Study compared the short-term and long-term outcomes of a care management intervention to usual care in depressed elderly primary care patients.  The idea is that some primary care physicians don’t have the time or the resources to follow depressed patients appropriately.  They may identify depression and even prescribe the starting dose of an antidepressant but not follow the patients with sufficient frequency and do not see whether they adhered to treatment, responded, or needed either higher doses or another antidepressant.  Depression is a chronic disease requiring adjustment of dosages, prevention of future episodes, education of patients and families about the nature of depression, and the importance of treatment adherence.  To meet these needs, the PROSPECT intervention relies on a care manager trained to assist physicians to provide appropriately timed and targeted intervention.  The care managers follow a protocol based on the AHCPR treatment guideline modified to meet the needs of elderly primary care patients.  They make recommendations to physicians after interviewing the patients and consulting the treatment guideline.  The physicians make the final decisions.  Our concern had been whether the physicians would accept their recommendations, but it turned out that the physicians loved the assistance the PROSPECT care managers offered and invariantly worked with them well.  We completed the subject recruitment about a year ago and the follow up is about to be completed. We have submitted two papers, one to JAMA and one to the American Journal of Psychiatry. In these papers we report that primary care practices assigned to intervention had better outcomes than usual care, including less suicidal ideation, hopelessness, and overall severity of depressive symptoms and higher response and remission rates.  We also began to identify predictors of outcomes in both the intervention practices and in the usual care practices.  The value of these findings is that, if resources are limited, one may assign care managers to depressed primary care patients least likely to respond to usual care or most likely to benefit from care management. The question with the PROSPECT intervention, as with other interventions of this type, is who is going to pay for them?  Who’s going to pay the care manager or the back up psychiatric consultant?  We talked so far about successful projects.  But would you like to hear about one of my failures?

AT: Yes

GA: Well, the same group that did the PROSPECT Study applied and received a grant from the Robert Wood Johnson Foundation to negotiate with Medicare and plan a demonstration project that would allow us to test the fiscal feasibility of the PROSPECT intervention.  The idea was that depression influences medical health and increases the utilization of medical services.  A reasonable hypothesis was that giving good treatment for depression, as the PROSPECT intervention did, would improve both depression itself and reduce its medical consequences and, therefore, decrease medical expenses or at least break even.  We had a number of meetings with Medicare.  We had the previous administrator of Medicare, Dr. Bruce Vladeck, who, for absolutely no pay and no personal gain, volunteered many, many hours over the period of a year to help us interact with Medicare.  However, we were uniformly defeated. A year later, I sent the grant back to the Robert Wood Johnson Foundation because Medicare remained reluctant to proceed with a demonstration project. We had lost.

AT: Why?

GA: Perhaps because of our failure to understand how Medicare officers think and to what political pressures they are exposed to. It has to do more with public health policy and financial issues than clinical science. Even the process was unfamiliar to me. We met several times with different groups from Medicare, each of which was presumably empowered to make decisions.  But each meeting was succeeded by a meeting with another different Medicare group.  Every point of agreement in a previous meeting had to be re-discussed and renegotiated with the new group.  So, it was one step forward, two steps backward, and it became apparent that we were not going to be able to advance.  All of us who participated in this process concluded we lost. Clearly, I bear most of the responsibility for the failure.  I know little about public policy and health finances.  But I asked for help from health economists and public policy experts from the University of Pennsylvania, the University of Pittsburgh, Dartmouth, and Duke. Everyone I asked from the academic side came forward.  It was a good feeling and substantiated the strong spirit of collaboration of our field.  Of course to no avail. 

AT: So you identified obstacles that stand in the way of an elderly person with depression getting treatment that works, including the stigma, the patient not wanting to go to a doctor to discuss symptoms and the doctor likely to be a primary care physician, not a geriatric psychiatrist, so not trained to pinpoint the problem…

GA: … or not having the time to give appropriate treatment.  On the one hand, we have advanced technology with brain scanning and genetics that soon may identify specific kinds of depression that may be targeted with specific treatments, but we have a care delivery system that doesn’t have the resources to bring many of these discoveries to bear in the care of patients who need them. This is happening across the health field.  Not just in the area of depression, although this gap is larger in depression because of stigma and bias.  The response of the National Institute of Mental Health to this problem has been to create centers for intervention and services.  I am referring to the Advanced Centers for Interventions and Services Research (ACISR).  In the area of geriatric depression, there are three ACISRs in the country, one at the University of Pennsylvania, one at the University of Pittsburgh, and one at Cornell.  

AT: What is your involvement in this process?

GA. I direct the ACISR of Cornell.  We have a continuum of research, from biological studies to understand and overcome the biological and clinical mechanisms of treatment resistance in geriatric depression, to treatment efficacy and treatment effectiveness studies.  The PROSPECT Study is an example of an effectiveness study.  It examines how a treatment of known efficacy performs in the community and how it can be made to perform even better.  So, our ACISR’s research program supports research ranging from the biological and psychosocial factors interfering with treatment response of geriatric depression, to transfer of knowledge studies that utilize findings of biological and psychotherapy studies, simplify them and introduce them into clinical care.  For example, a neuropsychological battery examining executive functions may take two and a half hours to administer. Even if you find that abnormalities identified through such a battery predict poor antidepressant response, you cannot tell clinicians practicing in the community to use the whole battery.  They would not have the time or the training.  So, such a finding has limited value for direct clinical care.  But if you start with a large battery and then you identify within it a simple test that predicts treatment response you have a better chance to introduce it into community-based practice.  I think that the ACISRs can best fulfill their mission by working both on the side of clinical biology and on the transfer of knowledge from biological discovery to bedside and community practice.  To paraphrase Kant’s saying about theory and experiment: Clinical biology without application to community-based practice is empty and services research not rooted in clinical biology is blind.   The application process that led to the ACISR made me think directly and consciously how to design experiments along this continuum.  The extent to which findings of biologically informed health services research change community-based care is beyond what an ACISR can do.  It is a matter of public policy at a national level.  The Robert Wood Johnson project that we just talked about is perhaps the limit of what the three ACISRs can do.  Although our first attempt failed, we don’t have to continue failing.  There’s increasing recognition of the problem of depression and we may succeed in our next attempt. People of my generation, as they age, will bring along a different point of view about depression.  We are much more aware that mental illnesses are real illnesses.  I expect that the baby boomer generation will advocate effectively about the need of better care for late life depression. 

AT: Right.  There’s almost a different intellectual orientation of the old generation.  Some of our parents are in their eighties and I don’t think they can stomach the diagnosis of depression.  The 19th century belief that depression as a problem of the will, that you’re to pull yourself up by your bootstraps and step back in the saddle is still alive in my mother’s generation.  But in my generation people are more comfortable with the concept of depression.  I wanted to ask you something about prescription drug coverage and whether the absence of coverage for most of the elderly has a huge impact on the kinds of treatment available. How does the economics of that play out in the United States?

GA: The economics of prescription drugs in the United States?

AT: Yes.

GA: It’s a big obstacle.  If elderly persons cannot afford medication, they won’t take it and the more biased they are about a medical condition the less likely they are to buy medication for that condition. A second barrier to treatment of depression is its chronic nature, which necessitates long-term treatment that elderly may be unable to afford.  

AT: You know that people diagnosed with depression in their twenties, thirties and forties are more likely to be women than men.  Does that ratio hold true for the elderly?

GA: Yes and no.  Men, as you know, die earlier than women, so, in that sense, there are fewer men to become depressed.  On an epidemiological level, it looks as if the gap is not narrowing. But based on equal numbers of men and women, the gap narrows and a higher proportion of older men are afflicted by depression. The reasons for the increase in older men are not clear.  A possibility may be that men are more prone to cerebrovascular disease and, therefore, more likely to suffer brain lesions than women.  Ranga Krishnan and I, independently, proposed the vascular depression hypothesis, which postulates that vascular lesions in critical brain areas predispose to late life depression.  This hypothesis may account for one of the reasons for the narrowing gap in the frequency of depression between older men and women.   

AT: If we flash forward to fifteen or twenty years from now, what do you think the situation will be in the diagnosis and treatment of geriatric depression, in a best case scenario?

GA: I think it will improve.  I believe that there has been significant progress in understanding depression among medical practitioners.  There’s recognition that depression is important.  Similarly, there is an increase of scientific interest.  As long as the intellectual leadership of medicine and psychiatry is going in that direction, more discoveries will take place and the public will become more accepting and less biased about depression.

AT: The work of Dennis Charney and others emphasized the extent to which depression is a debilitating illness that can increase one’s vulnerability to diabetes, heart disease, Parkinson’s, and Alzheimer’s.  Do you see this among the elderly and is there something that could be used to make the argument that it’s cost effective to make sure that depressed elderly receive good care?

GA: The relationship between depression and medical disorders is far better substantiated in the elderly than in the young.  Epidemiological studies show that elders in the community are less likely to suffer from depression than younger people.  But, if you look at elderly patients on medical services, primary care patients, or nursing home residents, you see a prevalence of depression two to five times higher than that of younger adults.  What I’m saying is that in the elderly, depression is linked to medical illness.  If you’re not medically ill, you’re not that likely to be depressed in late life.  And, there’s a reciprocal relationship between medical disease and depression.  It goes both ways; if you are medically ill you are more likely to become depressed and depression itself worsens the outcomes of medical illnesses, as Dennis and others have shown.  If you have depression you have a higher mortality and a likelihood of developing cardiovascular and perhaps Alzheimer’s disease.  Parkinson’s disease causes depression, but it is unclear whether depression predisposes to Parkinson’s.  So, the relationship between medical illnesses and depression can be part of public education and serve to reduce the stigma of depression.  A number of organizations have done a tremendous job and many investigators have joined them.  A number of ACNP members are going directly to Washington at least once a year to speak to congressmen about the need for increasing appropriations, not only for research, but for public education on depression and other mental illnesses and  interventions at the community level.  So, there has been a lot of activity and I’m quite optimistic that things will change. They won’t change in a day, but we’re going in the right direction.

AT: We talked about the difficulties that the elderly, who are depressed, have in getting access to the right doctors and the right treatment, including drug therapy.  How motivated, in your estimation, are pharmaceutical companies to sponsor research to develop tailored drugs to treat various kinds of geriatric depression that can be tolerated by old people? 

GA: The most recently developed antidepressants are not more powerful than classical antidepressants but they have far fewer side effects. 

AT: The SSRIs?

GA: Yes, the SSRIs, SNRIs, and bupropion.  None of them is more effective than the tricyclic antidepressants or monoamine oxidase inhibitors.  Yet, the SSRIs are safer and you can give them to a larger number of patients, including patients with contraindications to tricyclic antidepressants.  The relative absence of side effects makes these drugs uniquely suited for the elderly although it would be a stretch to say that they were specifically developed for the elderly.  

AT: Do the elderly metabolize antidepressants differently than younger adults?

GA: There are differences.  

AT: Can you say that different kinds of geriatric depression require unique different drugs that might not work for different populations?

GA: The biological dissection of geriatric depression that I described today is based on very recent findings of my group.  In young adult depression, there is a single study with similar findings, but little work has been done in this area. This work started in geriatric psychiatry and, hopefully, would be relevant to young adults, but I wouldn’t generalize without direct studies.

AT: We talked, mainly, about depression, and, yet, recent research has highlighted the very strong co-morbidity of depression and anxiety.  Where does anxiety fit into this?

GA: Where does anxiety fit into geriatric depression?

AT: Yes.

GA: Anxiety symptoms in depressed patients subside when the depression is treated effectively.  The frequency of anxiety disorders independent of depression may be reduced in the elderly.  It is uncommon to see a true panic disorder in an old person and, perhaps, there are reasons for that.  The locus ceruleus, which is the center implicated in anxiety disorders, ages quickly, loses cells and becomes less capable of firing.  Who knows?   The prevalence of anxiety disorders is reduced in late life but depressed old people don’t lose the ability to become anxious when they become depressed.  One of my studies of the 1990s showed that old people with major depression have anxiety scores similar to those to younger depressed patients. But old patients with both major depression and dementia had lower anxiety scores.  

AT: My final question is an invitation to add anything not covered that you think is important for the record.

GA: Oh, your questions have been well targeted.  I have little to add.  

AT: OK.

GA: Thank you very much.

AT: Thank you so much.
( George S. Alexopoulos was born in Thessaloniki, Greece in 1946.





