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KATHERINE A. HALMI

Interviewed by Thomas A. Ban

Waikoloa, Hawaii, December 10, 2001

TB: We are at the Annual Meeting of the American College of Neuropsychopharmacology in Waikoloa, Hawaii.  It is December 10, 2001, and we are going to do an interview for the Archives of the College with Dr. Katherine Halmi.( It is December 10, 2001.  I am Thomas Ban.  Let us start from the very beginning.  When and where were you born?  If you could tell us something about your early interests, education and how you got into the area of eating disorders.

KH: I was born on October 23, 1939.  Most women don’t like to give the date when they were born, but I’m over that at this point in my life.  There is something satisfying to admitting I am the grandmother of the eating disorder field.  I was born in St. Paul, Minnesota and from there I received my education in the Midwest with a General Motor’s scholarship to the University of Iowa for my BA. and MD degrees.  My medical interests were in endocrinology.  I initially completed pediatric training and began working with Professor Zellweger, who was one of the first pediatricians to do genetic research.  When I was a medical student I learned how to do chromosome counts in Professor Zellweger’s laboratory, and that was my spur to interest in research.

TB: So, Dr. Zellweger had an important impact on your life?

KH: Dr. Zellweger had an important influence in developing my research interest.  Then I was coached by my first husband, Nicholas Halmi, a well known basic endocrine researcher and the editor of Endocrinology.  He taught me how to think very precisely and how to respect scientific quality.  I think that is a very important thing in developing your research career.  He was a severe critic in the best Hungarian-Jewish tradition.  So, I quickly learned how to think clearly and defend myself.

TB: Where did you move from Iowa?

KH: I became board certified in pediatrics and joined the faculty at the University of Iowa, studying cortisol metabolism.

TB: Was this your first research project?

KH: My initial research was with Dr. Zellweger.

TB: When did you have your first publication and what was it on?

KH: My first publication was on identifying Trisomy 18 in Dr. Zellweger’s lab.

TB: When was that?

KH: In 1968.

TB: It was your first publication and your first research project?

KH: Right.

TB: And you were a resident at the time?

KH: I was a pediatric resident, in the process of completing my residency.  I became more and more interested in behavior and did a fellowship in child development.  From there I decided I was ignorant in understanding behavior and went into psychiatry.

TB: So, you moved from pediatrics to psychiatry in the early 1970’s?

KH: Right.  At that time, George Winokur became the                                                                                      Chairman of the Iowa Department of Psychiatry.  He was just a wonderful supporter of research and an excellent investigator himself.  That was a good opportunity and he taught me the methodology and principles of clinical research.  He also provided the environment, opportunity and time to do the research.

TB: After your residency in pediatrics you did a residency in psychiatry?

KH: I completed a residency in both.  When I was a psychiatric resident I got into eating disorders.  Dr. Winokur came to me one day and said, “I have this young lady on the unit that I believe has anorexia nervosa.  I want you to investigate and take care of her.  There are very few publications on anorexia and nobody knows much about it so I would like you to look into it”.  I carefully went over the literature and he was right.  There were very few publications.  I examined the young lady carefully and decided she did not have anorexia nervosa.  She really suffered from schizophrenia because her delusion was that different colors of food would erode her gut.  That is not the kind of delusion present in anorexia nervosa.  The problem patients with anorexia have is denial of their illness and the refusal to recognize that starvation may cause death.  It is not the same quality as a psychotic delusion.  Having learned how to argue aggressively in my training I presented that to Dr. Winokur.  To his credit, he acknowledged it.  Then he went on to say that the University of Iowa Psychopathic Hospital had an unusual collection of records because it was one of the four original psychopathic hospitals.  They had a wonderful record system, which Dr. Winokur was using for his schizophrenia studies.  Starting when I was a first year psych. resident, I spent every lunch hour down in the medical records room.  After I devised various criteria, I went through about 3,000 records.  Nobody had classified anorexia nervosa in those days and it was often coded as a psychophysiological gastrointestinal disturbance.  Among the almost 3,000 records I was able to find 96 young women and 4 men who met the Feighner criteria for anorexia.

TB: Was this before or after 1974?

KH: This was before.

TB: About the time the Feighner criteria was published in 1972?

KH: Yes. My first publication in the field of eating disorders was in the Journal of Psychosomatic Medicine on the group of patients from the chart research.  Then, I decided to follow them up and was able to locate 79 patients, which was fairly good for record research.  I admitted them to the clinical research center and conducted a series of endocrine investigations and standardized interviews.  That resulted in a longitudinal follow up publication and propelled me into becoming more interested in eating disorders. 

TB: You read through those famous records.  Can you tell us how they were structured?

KH: The ones at the psychopathic hospital were structured, but those in the medical school were not.  I had to go through many records in internal medicine as well because people were not identified as having a psychiatric illness at that time.  Those in the psychiatric hospital had very long descriptions of family history and of the patient’s personal development as a child.  It was excellent descriptive writing which we often don’t see today.  That was an invaluable collection.  From that I went on with my Chairman, who was eager to support me and who now stated I was an expert in the treatment of eating disorders, which of course, I wasn’t.  Nevertheless, I soon began receiving referrals because Dr. Winokur announced my expertise to the State Psychiatric Association.  So I had to quickly set up a program.  That is how medicine was practiced in those days. At that time, the only book on anorexia nervosa was by Bliss and Branch, which emphasized their hypothesis that a hypothalamic disturbance was present with deficient pituitary secretion of follicle stimulating hormone, (FSH), luteinizing hormone, (LH) and so forth.  But they didn’t have any recommendation for treatment.  Then, there was a group from London, England, Professors Russell and Crisp, who were using gross behavior methods at the time, putting people in bed until they reached their target weight.  Since those early days, cognitive behavioral therapy has developed and is much more sophisticated.  Along with that, psychopharmacology evolved.  Many patients were treated with chlorpromazine which reduced their exercising as well as ruminations about food and being thin.  It was exceedingly helpful, but there has never been a double blind, randomly assigned, controlled study with chlorpromazine.  In the European, especially the German literature, there are many cumulative case reports in anorexia nervosa treated with the drug, but no one has ever done a double blind study.  We wanted to do that, but it was impossible to get funding.  As a pediatrician, I used chlorpromazine with effective results in agitated patients.  I still use it in many cases for severely emaciated patients, starting with 10 mg half an hour before meals in liquid form, then, gradually increasing the dose while monitoring lying and standing blood pressure.  In studying the medication management of anorexia nervosa we have a huge problem because it is almost impossible to complete an adequate sample.

TB: So, you had problems in recruiting patients?

KH: Right.

TB: Did you work at a clinic?

KH: Well, I developed my own clinic.

TB: Did you have an eating disorder clinic?

KH: You have to remember, the population of Iowa City was only 40,000 and it probably still is.  We had a very good socialized medicine system, whereby cars went out from the University of Iowa Medical Center all over the state, bringing in medically ill patients.  An outpatient clinic wasn’t feasible, so I had an inpatient operation in the clinical research center. I needed to establish my independence in treating these people the way I wanted and avoid the administrative structure of the psychopathic hospital.  So, I developed research protocols and every patient was on one or the other.  It was fortunate for me that the clinical research center needed to have their beds filled so I could work out a contract with them.

TB: Where did your patients come from?

KH: From the entire state of Iowa, because the state cars would bring them in.  As I began publishing and became known in the field, I would get them from out of state, as well.  

TB: Am I correct that most of your patients had anorexia nervosa?

KH: Predominantly.  Bulimia nervosa was not really recognized as a separate entity until about 1979.  All of us doing research in the area recognized the clinical and even physiological differences that existed between the anorexia nervosa restricting patient and the anorexia nervosa binge-purge patient.  My studies were some of the first to differentiate these.  The binge-purge patient has much higher co-morbidity with alcohol abuse, drug abuse and Axis II personality disturbances especially cluster B, the impulsive type.  They also have differences in response to serotonergic challenge tests.  Those who binge and purge have a decreased response of prolactin to fenfluramine challenge; whereas the restrictors, if they are not severely emaciated, have little diminished response.  We began to differentiate the subtypes, but then Russell identified a group of patients who had normal weight and were bingeing and vomiting.  Once a group of patients has been identified people start finding the cases.  That happened all over our country.  Cases were publicized and bulimia nervosa became an independent diagnosis.

TB: So, physiological differences in patients were associated with differences in pharmacological responsiveness?

KH: That was determined later, but in the 1970’s there were several different approaches.  One was the development of cognitive behavioral therapy, and Stewart Agras at Stanford University was highly instrumental in that.  Stewart was one of the first, along with me later, to develop controlled treatment studies, examining the efficacy of various medications and cognitive behavior therapy in treating anorexia first, and then bulimia.  Agras developed some more sophisticated forms of cognitive behavior therapy (CBT).  Professor Russell in London had done mainly endocrine research, while Crisp, also in London, had a very psychodynamic approach, even though he also used strong behavioral contingencies and chlorpromazine.  In the United States, at that time, there wasn’t any eating disorder controlled treatment research other than Agras, myself and collaborators.  There were psychoanalysts, Hilda Bruch, and Minuchen who developed a family therapy for anorexia nervosa.  The first international meeting was at the National Institute of Mental Health, sponsored by Vigersky who was an endocrinologist.  At that meeting, a small group of eating disorder experts included Stewart Agras, Hilda Bruch, Crisp, Russell and me. Then, there were some invited people that sat around on the outside.  The meeting was especially amusing because Crisp and Russell did not believe Minuchen’s exaggerated results that family therapy cured these patients, and they questioned him intensively.  He got very angry, banged his fist on the table and walked out.

TB: Did he come back?

KH: No, he did not.  But, one has to give him credit for developing and emphasizing family therapy. This led to a series of studies that developed, predominantly in London, examining what type of family therapy and for whom it was effective.  Today, there are controlled studies to show that family counseling of some sort is essential for children under the age of 18.

TB: When did this first meeting take place?

KH: In 1976.

TB: Did people working in the field come from all around the world?

KH: Right.  At that meeting, much attention was paid to endocrine research.  I did some of those early studies at the University of Iowa.

TB: What proportion of the participants were psychiatrists and what proportion endocrinologists?

KH: I would say only about a quarter were endocrinologists and the others psychiatrists.

TB: So, the meeting was held before some of the pharmacological research was done with bulimia nervosa?

KH: Yes.  Since then, many controlled pharmacological studies have been conducted for bulimia nervosa, because our challenge tests indicated that there was a definite deficiency of serotonin regulation in normal weight bulimia nervosa patients.

TB: When did the challenge tests come about?

KH: They came about in the 1980’s.  Those were done with m-chlorophenylpiperazine (MCPP) and, then, of course, serotonin turnover was studied with CSF samples at the NIH by Walter Kaye.  Since the 1980’s Walter Kaye has been a pre-eminent researcher, both in the endocrinology and neuroendocrinology of eating disorders.

TB: When, were the biochemical studies on CSF, conducted?

KH: In the 1980’s.  That was also developed with Walter Kaye at the National Institute of Health.  Because it is so difficult to get patients with anorexia nervosa to cooperate, the area is riddled with the problem of adequate sample size.  Most of Walter Kaye’s CSF studies have never been replicated because we cannot get enough patients.  What is unique about those studies is that he was able to get continuity of patients when they were acutely ill and after weight restoration.

TB: When did you move from Iowa to New York?

KH: In 1979.

TB: What was the status of your studies when you moved?

KH: I had already completed the first multicenter study examining the efficacy of cyproheptadine and cognitive behavioral therapy in anorexia nervosa.  That was my first NIH grant.  It was actually a multi-site treatment grant.

TB: How many other sites?

KH: There was the University of Minnesota and the Illinois State Psychiatric Institute.  We were interested in cyproheptadine because it was a serotonergic antagonist, and serotonin produces fullness and satiety.  We thought if we could decrease the action of serotonin it might facilitate weight gain in patients with anorexia.  It turned out this hypothesis was probably wrong because anorectics are hungry unless they are extremely emaciated.  The reason why serotonin facilitated weight gain to a very modest degree was probably due to its antihistaminic effects.  We then placed activity monitors on patients’ wrists and ankles, and were able to show that high doses of cyproheptadine, up to 24 mg a day, significantly reduced physical activity.  That was probably the mechanism whereby they were gaining weight and why it was so modest.

TB: In how many centers was the research conducted?

KH: We had three centers.

TB: In Chicago, Minnesota, and Iowa City?

KH: Right, for the treatment study.  The activity study was at Cornell, after I moved.

TB: How many patients did you have, altogether?

KH: In the treatment study, about 96 patients.

TB: That was quite a good sample size.

KH: It was a very good sample size.

TB: You had cognitive therapy in that study?

KH: The cognitive therapy was a strong behavioral component.  We learned it was very difficult to study CB in anorexia nervosa inpatients.  Back when we didn’t have managed care, it was possible to treat them in an inpatient setting until they got to their target weight.  We learned another important principle; you can’t randomly assign anorexia nervosa patients, who are near death, to a therapy.  We had several other problems.  The nursing staff became convinced that cognitive behavioral therapy was absolutely essential because it helped them in managing the patients. Behind our backs, they were instituting various cognitive behavioral principles surreptitiously. So, when we analyzed the data there was no statistical difference between cyproheptadine and cognitive behavioral therapy since all the patients were indirectly receiving CBT.  You can’t compare psychotherapy with another treatment on the same unit

TB: Where did you publish the findings?

KH: That was published in the British Journal of Psychiatry.  It was in a series of five publications in that journal.

TB: What year?

KH: In 1979.

TB: Was your study the first in a series of multi-center studies in that area of research?

KH: It was the very first multi-center study in the treatment of eating disorders, examining the efficacy of a pharmacological treatment by comparing cyproheptadine with cognitive behavior therapy.

TB: Didn’t you carry out some research with chlorpromazine?

KH: Not systematically, because I was never able to get that funded, which shows that the whims of research committees sometimes dictate the direction of research.

TB: Did you work with any of the other neuroleptics?

KH: I used only chlorpromazine and cyproheptadine.  With bulimia nervosa, it soon became evident that any antidepressant was effective in reducing binge-purge behavior.  Bulimics are very willing to participate in trials; they are motivated to get over their illness and, thus, there are about 40 controlled, randomly assigned antidepressant-placebo trials for bulimia nervosa worldwide.

TB: So they are very different, in that respect, from the patients with anorexia nervosa.  Are patients with bulimia very anxious?

KH: They are anxious to get over their illness.  That is a huge difference.  So, we became involved in those studies, which initially included the tricyclic antidepressants and the SSRI’s when they are available.

TB: Which ones?

KH: Everything was studied.  All antidepressant medications, irrespective of structure had about the same efficacy.  Only 20 to 30% of patients had a complete cessation of bingeing and vomiting and about 40% had a 50% reduction.  The drugs produce some relief, but aren’t curative.  We are still at that stage today, but we have also done studies with cognitive behavioral therapy and comparison studies with medications.  Today, cognitive behavioral therapy, which is now highly sophisticated with organized special treatment manuals, is the state of the art treatment.  It results in about 40-50% complete cessation of bingeing and vomiting with about 70% of the patients reducing their bingeing and purging by 50%.

TB: Was this research done already in New York?

KH: Right.

TB: It was in your new setting.  In Iowa, you had an eating disorder unit.  By the way, was your eating disorder unit in Iowa the first eating disorder unit in the country?

KH: Not specifically, because it was in the context of the clinical research center in internal medicine.  There were other units in those years being set up, but nothing was exclusively eating disorders.  Arnie Anderson at John Hopkins set up an eating disorder unit; the NIMH did, and, so, they were beginning to develop.  The problem was, I couldn’t forever depend on the clinical research center.  I had this wonderful opportunity at Cornell Medical College in the Westchester division, which had a 300 bed psychiatric hospital, known in the past as Bloomingdale’s, to have a 20 bed unit and run my own operation with the independence I needed. Then, I moved to New York.  It was easier getting patients because of the huge Metropolitan population.

TB: Did you have a free hand in setting things up in New York as you wished?

KH: Pretty much so.  The thing that was missing there was lack of proximity to the main hospital.  It was 35 miles away.  That was a drawback.

TB: You had grants to carry out your first studies of cognitive therapy and cyproheptadine.  Were you able to get funding in New York?

KH: I have had funding my entire career.  When I got to New York, I also obtained a grant to study the comparison of amitriptyline and cyproheptadine in treating anorexia nervosa.  That was a collaborative study with the University of Minnesota.  We completed that and then I had a grant to do a longitudinal follow-up.

TB: What did you find?

KH: We found that neither drug was dramatically effective in increasing weight gain.  Both were equally effective, but to a modest degree, in reducing the length of time for patients to get to their target weight.  The average time was 14 days.  There were far fewer side effects with cyproheptadine than with amitriptyline.

TB: Fewer anticholinergic effects?

KH: Yes.  Cyproheptadine was effective in reducing weight gain exclusively in the anorectic restricting types and not in the anorectic bulimia types.  This was exciting information that made good sense in terms of what we were finding in our physiological studies because the bulimics had a deficiency of serotonin whereas the restricting anorectics did not, unless they were severely emaciated.  That went along nicely with the studies Walter Kaye was conducting at the National Institute of Health.  He was very excited about our treatment findings because his CSF studies showed that the bulimia nervosa patients had a significantly decreased serotonin turnover, compared with the restricting type.  So, we, essentially, had information from two different types of studies to indicate that the serotonin dysregulation occurred in both subtypes, but to a different degree.  Then I conducted, with the University of Minnesota, a long term follow-up study on those original patients we treated in Iowa, including endocrine studies.

TB: On how many of the patients could you get follow up information?

KH: We actually got follow up information on 100% of this set from Iowa and Minnesota and   Chicago were not part of the study.  This was published in the Archives of General Psychiatry.  Our follow-up studies had rather grim results. At the 10 year follow-up 7% had died; only a fourth of them were completely cured; and about a fourth of them were still very chronically ill.  The other 50% were in various stages of illness.  That brought to light that anorexia, in a very systemically studied follow-up, is a serious and chronic disorder.  That study has been the most complete follow-up with a large sample size that has ever been conducted.  One of the reasons for the 100% follow-up was that many of those patients were from the Midwest where people tend not to move as frequently, compared to New York.  They also tend to be more compliant with follow up in treatment protocols and studies.  In New York people are very mobile; they are far less cooperative, and it is a much greater challenge to do any kind of study, even though you have a huge population base.

TB: Was your first study in New York the cyproheptadine and amitriptyline comparison?

KH: That is right.

TB: What did you do after that study?

KH: Well, we conducted the follow up study from New York, because we had funding to set up an office back in Iowa City, and I had a research assistant who moved there and flew all over the country.

TB: Did you do any other research at the time?

KH: I became involved in pharmacological treatment studies with bulimia nervosa using the serotonin reuptake inhibitors.

TB: Was this research done in the mid ‘80’s?

KH: Yes, and then, I did some work with Peter Stokes on endocrine studies and anorexia.  Previously, at Iowa and New York, we found that the deficiency of LH and FSH was not a pituitary deficiency, but rather a deficiency of the hypothalamic secretion of gonadotropin releasing hormone.  We did a study injecting luteinizing hormone- releasing hormone (LHRH) into anorectic patients and found that their response was adequate, even though they were emaciated.  So it stimulated the pituitary to release these hormones.  That was published in the Archives of General Psychiatry.  The results surprised us.  We didn’t think it was going to be that effective, but it definitely proved that the problem of amenorrhea was at the hypothalamic level and that it was not producing gonadotropin releasing hormone.  Then Stokes and I were interested in examining the function of the dopaminergic system.  We did challenge tests with apomorphine and chlorpromazine, measuring prolactin response.  In that study we were able to show that there was a probable defect at the dopamine postsynaptic receptor in anorexia nervosa patients. The reason we came to that conclusion was that our studies showed the deficiency when these patients were emaciated and after weight recovery.  It has become so fashionable to just focus on the serotonergic system that it is difficult to get funding to study the dopaminergic system.  Now, I am involved in a five nation study on the genetics of these patients and we are getting some exciting preliminary findings to indicate that the dopaminergic system is also involved significantly in anorexia nervosa.

TB: Isn’t the dopaminergic system involved in self-stimulating behavior?

KH: Animal studies show dopamine function is complex because in the paraventricular nucleus it has different functions, depending on the stimulation.  Low amounts can stimulate appetite and high amounts can definitely decrease it.  So it has a complex function.  What was so appealing about serotonin was it was less complex.  If you destroy the serotonergic pathways in the paraventricular nucleus the animal has no satiety and will eat and become obese.  Most of the hypotheses concerning dopamine are reward reinforcement hypotheses.  Bulimia, especially the binge and purging behavior, has characteristics in common with addictive behaviors.  We use many of the same cognitive behavioral principles also used in treating addictive disorders, because bulimia nervosa has a high reinforcing aspect to it.  We know that animals will reinforce the dopaminergic system for food.

TB: The dopamine system seems to be involved in both increasing and decreasing eating behavior.

KH: Avoidance of eating in anorexia alleviates anxiety in patients and can be a self-stimulating behavior.  They become very anxious if they have to eat, because that means gaining weight.  If you are a normal weight healthy person you have to face the responsibilities of an adult person.  That is the core psychological dynamic.  Anorectic patients do not want to face the responsibilities of interpersonal relationships in dealing with their environment.  Maintaining the illness is a strong secondary reinforcement.  They are absolutely terrified to give up their illness and totally unmotivated to enter treatment.  No anorectic wants to be treated, because abstinence from eating provides a reward.

TB: You mentioned a five centers multinational study.  Which are the five countries?  

KH: This is a study that began about almost 10 years ago, funded by the Price Foundation.

TB: Did it start in the early 1990s?

KH: Right.  Walter Kaye in Pittsburg is the overall organizer, but it involves Wade Berrittini, whose laboratory is responsible for doing the genetic linkage analyses and a group from the NIH that began the research for dopamine and serotonin polymorphisms.  It also involves UCLA, my center at Cornell, the University of Pittsburgh, a private clinic associated with the University of Munich in Germany and the University of Toronto.  Originally, it involved a center in London that is no longer involved.

TB: So, in some of the countries there are several centers?

KH: There also was a center in Italy for the original pilot investigation.  Now the study involves only Germany and Canada. We have added some other areas that can collect patients in the Untied States, but not university centers.

TB: What is the size of the study population?

KH: The Price Foundation sample size is very large.  We probably have a unique and precious sample, something like 100 anorexia nervosa sibling pairs in two categories, anorexia nervosa restricting type with a sibling who has the same disorder and anorexia nervosa restricting proband with an anorectic-bulimic sibling.  I can’t remember the exact numbers of those two types, but I believe we have 104 sibling pairs.  In our bulimia study, there are well over 200 sibling pairs. We have blood for DNA on all these patients and a very thorough systematic interview. This includes the Structured Clinical Interview for DSM diagnoses (SCIDS), measuring personality traits with the Temperament and Character Inventory (TCI), depression with Hamilton ratings and other specific eating disorder psychopathological characteristics with validated instruments.  All of our interviewers and raters have established an acceptable К score.  It is a very special sample.

TB: Can you say something about the findings?

KH: I am under pressure not to reveal these until they are published.

TB: That is fine.

KH: What I am allowed to say is that there is strong linkage on Chromosome I for the anorexia nervosa restricting type.  This area of Chromosome I is interesting because it also involves a significant serotonin receptor site and an opioid receptor site, both of which we are interested in.  All these papers have been submitted for publication.  So that’s what I am allowed to say at this time.

TB: Thank you for this information.

KH: This is the direction of research for anorexia nervosa at this time.  It means probably another 10-20 years of very painstaking research, because once you identify a cluster of genes you have to determine what proteins they produce and what the proteins do.  That is the way to go, because every time a new peptide has been identified, like Orexin that affects the appetite, everybody jumps on the bandwagon to measure it in anorectic patients.  They think this is going to be the cure for anorexia nervosa, developing antagonists or an agonist to the peptide.  That is simply not where it lies.  This disorder is very complex.  There are going to be multiple factors that contribute to the biological vulnerability.  It is not going to be one single peptide.

TB: Is there any other research project you would like to mention?

KH: We continue to try to refine treatment techniques.  With the issue of managed care and the unavailability of good, well-trained therapists in state of the art treatment, I am in the process of doing a cost effectiveness study.  This examines both efficacy and efficiency in a collaborative study with the Universities of Stanford, Minnesota and North Dakota, four centers in which we are examining cost effectiveness and treatment efficacy in two arms of treatment for bulimia nervosa.  Over the years, bulimia nervosa has been identified and has become far more prevalent than anorexia. About 3% of women in America will have bulimia nervosa at some time in their life.  So, one arm of treatment starts out with a guided self-help manual, which is based on the principles of cognitive behavioral therapy.  An untrained social worker can read the manual and guide the patient through it, seeing her briefly once a week for 8-10 sessions.  If, at the end of that period, the patient hasn’t reduced her bingeing and vomiting, she will be assigned fluoxetine, which has been proven to have some effect.  That is less costly than state of the art psychotherapy.  She is evaluated after eight weeks, and if she is not responding she will begin CBT.  In previous studies we have done with Stanford, we were able to predict after only six sessions of CBT what the outcome would be for the standard course of 20 treatment sessions.  Because of this finding, in our new grant we analyze every patient after six sessions, and if they haven’t reduced their bingeing and purging by 70%, we begin fluoxetine.  We carry on the CBT for the full 20 sessions, along with fluoxetine.  We are following all these patients for a year.  It has been wonderful collaborating with Helena Kramer, because she has been able to use signal detection analyses, which allow us to identify and predict what set of patient variables predict outcome.

TB: Could you elaborate on signal detection?

KH: It is a complex analysis taking all sorts of variables every week during the course of treatment and assessing where the patient is at that point in time.

TB: You saig that you are using fluoxetine because there is some evidence of efficacy?

KH: Right.

TB: What about other SSRI’s?  Are they used?  

KH: Efficacy of fluoxetine has been shown in a double blind controlled study for reducing binge-purge behavior.  In my clinic and on the inpatient unit, we use other SSRI’s and so does everybody in private practice.  Other pharmaceutical companies have been riding the coattails of the company who did the first study because the mechanisms of these drugs are very similar.  In clinical practice, for example, if we want more anti-anxiety or sedating effect, we use paroxetine; although, there has been no double blind controlled study.

TB: So, efficacy has only been demonstrated with fluoxetine.

KH: Right.

TB: Is there any comparative study of a tricyclic and fluoxetine?

KH: No, there is not.  Tricyclics aren’t used because of the side effects.  There are patients who do not respond well to fluoxetine and, for those, we use desipramine.  There have been a couple of studies, including ours, in which we added desipramine after fluoxetine and the response was not impressive.

TB: Was this done on the basis of theoretical considerations?

KH: Yes.

TB: Because desipramine is more selective for norepinephrine?

KH: Right.  Bulimia nervosa patients have high co-morbidities with depression and anxiety disorders.  Some patients who have severe depression concurrent with a lot of anxiety don’t respond to SSRI’s. We may also use venlafaxine because that affects the norepinephrine reuptake system as well, and some patients respond to that.

TB: What doses are you using for anorexia?

KH: The same doses one uses for depression.  We only use venlafaxine after SSRI’s have failed.  The problem is if you increase the dose very much then you start getting the anticholinergic side effects.

TB: So, the primary treatment has remained cognitive behavior therapy?

KH: In bulimia.  In anorexia, after the atypical antipsychotics came out, I now use olanzapine instead of chlorpromazine for patients who are extremely emaciated.  Many anorectic patients have read about how that drug induces weight gain.  I have to promise I will stop the medication as soon as they get close to their target weight.

TB: Are they very concerned and reluctant to take the medication?

KH: That is right, but with olanzapine there are just case reports and no published double blind study.

TB: Am I correct, that none of the antipsychotics were studied properly, as yet, in this group of patients?

KH: Way back in the early 1980’s, there was a small study with pimozide and one of the other antipsychotics, and it didn’t show dramatic effects.

TB: Was pimozide chosen because of its selectiveness for dopaminergic structures?

KH: Yes.

TB: So, it had some effects?

KH: It had a very modest effect.

TB: Is pimozide available today in the US?

KH: It is, but we don’t use it because it is not very effective.  We use olanzapine or chlorpromazine in very small doses.

TB: Is olanzapine the only one among the new drugs that is used?

KH: Others may be used, but there are no double blind studies.

TB: Let me go back in history.  At the time you started, people hardly knew of anorexia nervosa and the field expanded rapidly.

KH: It certainly did.

TB: When did the change start?

KH: Well, at first, the media was a tremendous help in increasing our business.  They somehow caught onto this and started presenting beautiful movie stars, such as Jane Fonda and Princess Dianna, as having bulimia nervosa.  Then it had the opposite effect.  The young teenage patients would say, “Well, you know, Jane Fonda hasn’t had such a bad life.  Despite her bingeing and vomiting, she still is very attractive and she has married multimillionaires”.  The same with Princess Diana; it didn’t help at all.  The media always meant to dramatize these illnesses.

TB: When did the media get involved?

KH: In the late 1980’s.  They were totally attracted, as you can imagine, to the dramatic aspects of eating disorders.  When they interviewed me, they wanted to see patients and the dramatic aspect.  They never wanted to listen to the rather grim outcomes and criticism of the different kinds of therapy, or the fact that treatment centers were springing up all over that had no qualifications whatsoever.  Our country has no restrictions on psychotherapy.  If you are a physician you have to be licensed.  If you are a clinical psychologist you have to be licensed, but anybody can set up a shingle as a psychotherapist.  That is what has happened in the field of eating disorders.  All sorts of crazy things are going on that are totally unregulated.  The media loves it. They go to the most infamous center in Vancouver, Canada where a lady bought a Charles Adams type house and, with her family, started treating anorexia nervosa patients.

TB: What did she do?

KH: She did what she called love therapy, but word came out that it wasn’t completely love therapy and there were problems.  Eventually, the Canadian government investigated her, but ABC television thought it was wonderful.

TB: What does it mean, love therapy?

KH: Spending a lot of time with the patients, establishing what she considered a love that their mothers hadn’t given them, a kind of passionate understanding that they hadn’t received in their lives.  Patients flocked from all over Europe and the US, but it was only wealthy clientele, because the costs were enormous.  I have found, in my experience, that extremely wealthy people dictate their treatment.  If you don’t allow that, they are not interested.  They go to totally unqualified people.  This woman in Canada did not even have a BA degree.  We have a person like that in New York City that was promoted by the media.  He had no degree in anything.  The media loved that. They promote these people because they have charisma.  It’s very exciting, but the rest of us who have done research tend to be rather boring.

TB: At a certain point in time, eating disorders entered the universities.  At Vanderbilt, our chairman, Mike Ebert, is an eating disorder specialist.  There are a steadily increasing number of eating disorder specialists.  Is that just in North America, or do you see the same thing all around the world?

KH: That has happened in all industrialized countries.  An interesting comparison is the island of Taiwan, with mainland China.  In Taiwan, the prevalence and incidence of eating disorders is the same as Western Europe and the United States.  In mainland China, in the 1980’s, when I was there, they could only identify three cases of bulimia nervosa in all of the psychiatric clinics in Beijing. Now that mainland China is becoming more industrialized there are interesting changes occurring.  There are health clubs set up in which women keep themselves in shape, but actually they are dieting and trying to stay slimmer because, now that people are not starving, they are gaining weight and this is upsetting a large population of females.  We are now seeing the incidence and prevalence of eating disorders increasing in mainland China. So it seems to be associated with industrialization.

TB: What would happen if the film industry changed the image of women to create a different kind of heroine?

KH: I think if the entire value system of beauty changed throughout western civilization it would have an effect.  Most of us who have done clinical work and research in this area for years understand that the provoking stress in developing both bulimia nervosa and anorexia nervosa is dieting.  Even though you may have the genes and biological vulnerability to develop these illnesses, you won’t develop them unless you start dieting.  So, dieting is the major stress event for vulnerable people.

TB: So, vulnerability is influenced by dieting behavior?

KH: Exactly, because if you can stop the dieting behavior and return to normal healthy eating, then they get over it and stay over it.  But, if they become concerned again about their appearance in complex ways connected to their competency to deal with life, they resume dieting.  If you can get them to stop dealing with stress by dieting, they will stay healthy.

TB: Thirty years ago there was a significant difference with the upper and upper middle classes having a higher prevalence.  That has changed.  Today, the difference is not even present in some countries.  In the New York area, for an example, twenty years ago we never had a Hispanic in our program with anorexia or bulimia.  Now there has been an enormous increase of both anorexia and bulimia in the Hispanic population.

TB: So, at this point, it is widespread?

KH: It is across all social groups.

TB: During these thirty years, you trained many people.  Would you like to mention just a few of them?

KH: I wish I could say I had many famous researchers.  That has not been the case.  Most of the people I have trained have gone into clinical practice all over the Metropolitan area and throughout the country.

TB: So, they are mainly practitioners.  I have trained two young men who went to pharmaceutical companies, and they are both doing very well, making about 5 to 10 times my university salary.  One is very nice to me and we sometimes collaborate.  He was with Lilly and he is now with Pfizer.  With Lilly, Steve Romano and I set up a huge multicenter site studying fluoxetine in bulimia.

TB: So, Steve Romano was working with you in the fluoxetine study?

KH: Right.  That was a one year study, one of several studies.

TB: You talked about your finding with fluoxetine.  What about findings in the other studies?

KH: Our first study and many of the other studies were NIH funded.  Most of my studies have been from NIMH or Foundations.  Pharmaceutical companies provided the medications.  We have just finished a multi-site study on sibutramine for the treatment of binge eating disorder, but those results haven’t been completely analyzed, so I can’t tell you the results.  Binge eating disorder is similar to bulimia.  The big difference is that in binge eating disorders patients don’t compensate the calorie intake by severe dieting or vomiting or laxative abuse.  So, about 90% of that population is obese.  The trial with sibutramine was to see if we could institute control of the binge eating episodes, which might then regulate their weight.

TB: Have you been involved in developing guidelines for the treatment in these disorders?

KH: Yes, I have been.  As you know, the guidelines are produced by the American Psychiatric Association. That is a complex phenomenon, because in my field there is a large contingent of psychoanalysts and psychodynamic family therapists.  I have been rather outspoken about the fact that we need to look at the evidence from controlled studies.  I was disinvited from the last guidelines committee because I wasn’t empathetic enough to allow guidelines recommendations that had no proven efficacy, not even single case studies analyzed in a structured way.  I think this is a very good question, because I can’t believe it is unique to my field.

TB:  So, people who are psychodynamic are still involved in your field of work?

KH: Yes, in my field.  I can’t speak for other fields, but I think it is important for us to examine who is producing guidelines.  Maybe the American College of Neuropsychopharmacology ought to produce their own guidelines, because the American Psychiatric Association is highly political.  Those guidelines often include suggestions that are not always supported by evidence based trials.

TB: That is very important to know.  When did you get involved with ACNP?

KH: I got involved with ACNP in the early 1980s with the first multi-site collaborative study.

TB: Have you been attending the meetings regularly?

KH: Since the early 1980s.  I was admitted as a member, in 1984 or 1986, about that time.

TB: Have you served on any of the committees?

KH: I have served on the Education Committee and on the Program Committee.  Right now I have been having a very exciting time on the Credentials Committee.

TB: Have you been involved in writing or editing books?

KH: I have edited two books.  One was on a meeting that was conducted by the New York Academy of Science that was published in the late 1980s.  The other book I edited was the Proceedings of the American Psychopathological Association meeting when I was president and the topic was the psychobiology and treatment of the eating disorders. It was published in the mid 1990s.

TB: Is there anything that you would like to add?

KH: You were very thorough in questioning me.  I think the future direction of research in the field of eating disorders now lies in the genetic research aspect.

TB: Didn’t you start your career in genetic research?

KH: I started with Zellweger in genetics and, now, I am not going to say at the end of my career, I am back to genetics.  When I first had the invitation to be interviewed my response was, “Oh dear, I am one of the over the hill people now, the grandmother of my field”.  I was a little bit jarred by the invitation.

TB: I’m glad you came.  How much of your time are you spending in clinical practice and how much in research?

KH: It is pretty much 50-50.  I manage a huge clinical operation, which is profitable to the New York Presbyterian Hospital, or I wouldn’t be here.  That is my big task.  To see that operate effectively I need to have hands on control.  There are very few of us across Europe and the US who have been trained to do this effectively.  We need to oversee the direct operation.

TB: However fast the eating disorder field is growing you probably still know most of the people involved?

KH: I know everybody who has federal grants in the research programs.  I certainly don’t know everybody who is treating patients.

TB: You are fully active and it seems that you intend to continue with your research.

KH: I am fully active and I intend to stay fully active for a long time.  My Chairmen should take note of that!

TB: You still would like to see evidence based guidelines in your field.  Thank you very much for sharing all this with us.

KH: Thank you.

( Katherine Halmi was born in St. Paul, Minnesota in 1939. 





