PAGE  
10

URIEL M. HALBREICH

Interviewed by Daniel P. Van Kammen

Waikoloa, Hawaii, December 12, 1997

DV: We’re here to interview Dr. Uriel Halbreich,( next to me sits Brian Leonard my co-interviewer from Galway, Ireland and I’m DanVan Kammen from Pittsburgh. Uriel, what sort of training did you have?

UH: I started my psychiatric training, after my Navy service in Israel.

DV: When was that?

UH: This was between 1969 and 1972, during which I was a Vice Chief medical officer of the Israeli Navy.  From being a big shot in the Navy, I became a first year resident in one of the hospitals affiliated with the Hebrew University at Hadassah Medical School, which were quite conservative, psychoanalytically oriented hospitals.  So my first training was in psychoanalysis and, then, I became an odd ball and started doing psychoendocrinology studies. When I completed my residency I also got a post graduate diploma in psychotherapy from Sackler School of Medicine in Tel Aviv. Then I came to Columbia University in New York to work with Ed Sachar, who was the Director of the New York State Psychiatric Institute of Columbia University.  He got a grant for exactly what I was doing in Israel which was much more convenient. During my residency, we did twenty-four hour studies of psychoendocrine rhythms in depression, mostly of cortisol. Doing it in a psychoanalytically non-research oriented hospital meant that for twenty-four hours at a time I was doing lots of blood drawing every twenty minutes and running to the laboratory to  get the plasma samples, two nights or three nights a week. This was not exactly convenient.  At that time I involved Leon Greenhouse, who is now doing well in his psychopharmacology and psychoendocrinology career. The main reason for courting him was that I needed somebody to share the blood drawings with me during the nights.

VK: Why, in a psychoanalytic environment, did you decide to do something crazy like going into psychopharmacology?

UH: When I needed to decide about my career, there were three options, and I had interest in all three, which were neurology, psychiatry and Ob/Gyn.  I chose to start residency in psychiatry because I had not been able to enroll in neurology.  But from the beginning I had a very good relationship with the people in neurology, with Sol Friedman, who was Chair of the department and Dean of the medical school, and with Lavi who was there before I did my dissertation. In Israel we needed to do a dissertation for an MD and mine was in neurology using very primitive imaging that became available at that time. I was already as a student, interested in the interface between neurology and psychiatry, with an emphasis on women’s hormones. So I followed my own path from the very beginning.

VK: Did you focus on neuroendocrinology?

UH: During my time in Israel, I worked with junior people. We didn’t have mentors but we published good papers in the Archives of General Psychiatry and the Lancet. It was quite a unique beginning of a career with no mentor whatsoever, mostly on psychotic and subtypes of depression. I also became interested at this time in dysphoric disorders in women and affective disorders, in general. We had several studies on aspects of Pre-Menstrual Syndrome (PMS).

DV: You say that you started out without a mentor, so there’s nobody there that you can blame your career on? 

UH: Well someone who was close to a mentor was Herman van Praag, who came as a visiting professor to Hadassah.  We had some plans to do things together, but he was just a visiting professor for a year.  He was supposed to stay as the Chair, it didn’t work out but for a while there was a lot of moral support.  It was very important, because the designated future Chair supported the junior people doing research. It helped to stabilize our schedules, and improved our work with the psychoanalysts and the social workers in the department. But it didn’t have any impact in any other way and so I was very glad when Ed Sachar proposed that I come to work with him.  This was shortly after he came to Columbia University and he needed fellows and assistants.

DV: Which year was that?

UH: This was in 1978.

DV: What projects did you become involved in?

UH:  It was, more or less, psychoendocrinology, in which we used medications as challenges to study the physiology of depression.  We did a lot of studies with amphetamine, with methylphenidate and with insulin hypoglycemia. The medication was only a vehicle to a study people before and after treatment, not for the purpose of clinical trials. In 1980, after I finished my fellowship, I went to Albert Einstein with a recommendation from Ed Sachar, because before he became Chairman at Columbia, he was the Director of the Division of Psychoendocrinology at Albert Einstein College of Medicine (AECOM).  We continued collaboration with people at Columbia University and eventually this became the Division of Biological Psychiatry, which included endocrinology and psychopharmacology.  That’s when we started studies of selective serotonin uptake inhibitors, (SSRIs).  We also studied the influence of hormones on women’s behavior.

DV: Any particular hypotheses that you studied?

UH: There were two hypotheses. One was that in major depressive disorder, there is an abnormality of diurnal rhythm that is reflected in plasma in prolactin or cortisol levels. We also studied monoamines and receptors in platelets and plasma to check this hypothesis. This was my first independent project and a continuation of what we did at Columbia. First of all, we developed a new cortisol test to have a more accurate discrimination between depressives and normals. What eventually came out of these studies were the findings that rhythms are not only abnormal but are different in major depression. We found an early surge of cortisol in depressives with discrimination between different functions of the hypothalamic pituitary axis (HPA). Not just an abnormal HPA system in depression, but there are different abnormalities distinguishable from each other.  This was the beginning of the notion of sub-groups of depressives instead a global “depression” that didn’t catch on until now, unfortunately. We had several papers, in which we tried to push the idea that in major depression, as in DSM-III and beyond, you have to look at people who are abnormal within the syndrome, compared to those who are normal. Fortunately, this is something that now seems to have caught on.

DV: Would you say that, as a result of your studies, there are differences between female and male patients with depression which are hormonally linked?

UH: This is something towards the middle of our studies.  It is very apparent there’s a gender difference from the prevalence in which women are more depressed in a ratio of almost two to one compared to men. A consistent line of research was to take a closer look at what might lead to a major depressive disorder in women. This was my first interest in PMS.  You can study the same woman, when she is depressed and when she’s not, and that’s something we did at Columbia, together with Jean Endicott.  We developed diagnostic tools to evaluate and assess PMS and then did a series of studies. This included the disassociation between PMS and major depressive disorder, the pathology and pathophysiology of PMS, and associations between pathophysiology of major depressive disorder and pathophysiology of PMS.  Other people followed very similar lines of research with postpartum depression and with the peri-menopausal side effects of medications and hormones. We were very instrumental in showing that there is an association with other hormones and life cycle related disorders.  Dysphoric disorders are related to major depressive disorder and to each other. They are also related to changes in gonadal hormones which might increase vulnerability of women to develop an affective disorder. This is a line we are pursuing more and more, because currently the emphasis is on the hypothalamic pituitary adrenal (HPA) system and looking at major depression as a homogenous group, which it isn’t. We believe that very shortly we will move to a more interactive model of associations between the HPA system, gonadal hormones, thyroid and several other systems to look at equilibrium. The studies have moved to changes over time and vulnerability to affective disorders, in which women are very good models to study. 

DV: You talk about PMS; isn’t there a lot of controversy about whether it exists or not, or has that been resolved?  Where do you fit in that controversy?

UH:  Part of my contribution to the field, with all modesty, was to show that it does exist from our first studies in 1978 -1980. We had to show it’s not just a male chauvinist plot to discriminate against woman, which was more difficult for me, as a man. We looked at the statistical association between PMS and depressive disorder to convince the scientific community. This is something that is not just minor, but is worthwhile studying.  We also wanted to look at situations of the menstrual cycle and association between PMS and other situations in which there’s depression, and then get into the biological aspects, which we never actually studied. Then we looked at the association between biology, cognitive functioning, mood and changes over time.

DV: So, we’re talking about conceptual areas of interest. 

UH: Conceptually, that’s something I struggled with. What is the definition, what is the focus?  It’s well known that if you want to get funded or get grants, you need to study details and specifics from the very beginning of a project. I believe that that’s not the way to go, so my first or second grant application was to look at the interrelationship between noradrenergic and serotonergic function with endorphins and connect them to other multidimensional systems. This idea was published in the Psychopharmaclogy Bulletin, and looked at the consequence of an imbalance between two or more functions or systems, operating at different levels, starting from the pre-synaptic, synaptic and then interneuronal activity. This was criticized as silly and was not funded. Even now, seventeen years later it’s not easy to get funded for this. By the way, I was not the only one who was rejected.  The review didn’t say stupid, but something very close. It was unfocused because we described multidimensional processes operating for PMS. At this time, in 1980, part of the hypothesis was that if we wanted to look at the endorphins in women with PMS, we needed to study more then one endorphin receptor. We had to give two different dosages of naltrexone, which were calculated based on some studies with animals. This was also rejected on the grounds it didn’t make sense that there was more than one endorphin receptor. There is a negative correlation between the grants that I got funded and how innovative they were.  The most mundane grants were well funded, because I learned my lesson very quickly, but the ones I thought were more interesting were not.

DV: That’s not just an America problem.  It’s an international problem.  

UH: It’s a very big problem because most grants are funded for very small incremental steps based on past findings and not what might be a conceptual leap. Yes, “safe” funding.  

DV: The visionary research is much harder to get across. So how did you manage to stay in the field?

UH: I was very lucky, because, since I came to the United States in 1978, I have been constantly funded with hard money.  I didn’t have to fight for my financial survival. I got mostly federal funds in 1978, because I won the National Service Award. This financed part of my salary. I got more money from industry and chose trials I was interested in that supported biological studies. 

For example a Federal grant to study another hormone in women of a productive age called for pre-treatment and post-treatment. The compound we studied, RU 486 (mifepristone), came from industry and when we did hormonal replacement therapies studies, they were also funded by industry. The serotonergic, noradrenergic or other parameters were supported by different grants, including parts that I have to support myself because the results might not be favorable to industry. One of the first examples was tamoxiphen, which I predicted might have a positive effect on the central nervous system. The company that produces tamoxiphen didn’t want to support the study because they felt that they would get negative results even though, eventually, we came out with the finding that it was a very positive monamine inhibitor. It has the same influence as estrogen on key proteins, blood flow and pH2. The industry missed the boat and other companies are now developing better drugs.  This was one example where industry didn’t want to support a study based on preconceived formed interests. We tried all the time towards a balance between federal and industry grants as well as others that were not funded by anybody.  

DV: So called unfunded research?

UH: It’s research that is funded by money that was designated for some other project, which you manage to conduct in a cost effective way, creating financial flexibility.

DV: What was the general impact of your work, looking at psychoendocrine aspects, changes in female sex hormones, linking in with depression? How unique was your position? Were other groups at the time working in similar areas that you could interact with and exchange ideas, or were you the front runner?

UH:  In the beginning I was the front runner in the psychoendocrinology of PMS from my residency in Israel in the mid 1970’s and then in the U.S from 1978 until the mid eighties.  Even now some of these areas are not in the mainstream of psychiatry. But they became more mainstream in the early eighties.  Other people got into the field, like David Rubinow and Peter Schmidt at the NIMH, Barbara Perry, first at NIMH and then at San Diego, Ellen Freeman in Philadelphia, and several others who were a  bit younger in the field.  Meir Steiner was doing studies very similar to mine at the same time as well as Roger Haskett and many others. We interacted quite well with Bruce McEwen and Hoffer from the basic science aspect. We introduced the concepts of diversity among syndromes, hormonal imbalance or disturbed homeostasis as well as the importance of rate of change over time. The dimensions of the field and the topics that that people work on, are changing now.  Part of the change is because of political clout from women, the influence of the pharmaceutical industry and politicians and policymakers shifting the focus to studies of women away from men.

DV: Your original focus has been on depression and how it translates in women, particularly the interaction with hormones.  Are there any other major psychiatric disorders that may vary due to gender?

UH: My emphasis is on depressions especially, during the recent years. We know that about sixty five percent of people treated with any antidepressant respond but we do not know how they differ from the forty percent who do not. Conceptually we look for differences based on symptoms and nosology but I believe the emphasis needs to be on biological variability, whether or not this is related to gender.  

DV: Biological subtyping has not led to any clear differentiation at this point has it? 

UH: Biological subtyping is not working because the departure point is still based on syndromal typing which might not have anything to do with biology. In every textbook you see forty, fifty or sixty different pathways to get depressed.  Some of them are central nervous system disorders, some of them are peripheral. We didn’t make the conceptual shift to look at these pathways to see if one medication or another was good for a specific pathway. We have a book coming out now that takes the departure point as biology, not the phenomenology.  This has been the way in other specialites.  Hypertension, when I was a student, was a diagnosis.  Now it’s the beginning of differential diagnosis.  The question is not how to treat hypertension; the question is do we have a specific medication for a specific type of physiology that might lead to high blood pressure.  The same is true with diabetes and with abdominal pain.  There was a time when abdominal pain was a diagnosis. Now the best treatment is to see what is causing that pain and treat it.  This is a conceptual shift but, unfortunately, psychiatry has yet to accomplish it.

DV: Is there a role for molecular genetics in this?

UH: That’s also an important concept.  We are working together with about a dozen collaborators to prepare a grant that looks at the vulnerability of women to develop affective disorders. This is based first on genetics, then on environment and hormonal load or instability, which might be positive or negative influences or create a kindling effect.  The assumption is that there is not one depression and one gene, but multiple genes interacting with each other, which might cause initial vulnerability, and which might be expressed or not.  It’s a complicated field, but the departure point is not exclusively gender which I believe would not be productive. Public agencies are still not funding most of these projects but I believe this will be one of the first to be funded, because it includes policymakers and it’s working together with the federal government and drug companies.

DV: The antidepressant market is interesting because when we find new drugs, it seems to expand. It appears that there should be room for that kind of genetic or biological differentiation.   

Is this leading to an education as far as the industry is concerned, in terms of future drug development by showing the role of genetics, hormones, neurotransmitter systems and  their interactions? 

UH: Yes. This is a very fortunate time, because we have convergence of two processes.  Hormones are playing a major role in many patients and some abnormalities are detectable. There’s a lot of interest in the industry in developing medications that are very specifically targeting hormonal changes.  Not just looking at hormones as a window into the brain, but, actually, using hormones or hormonal like compounds, for treatment of affective disorders.  

DV: In other words hormones which we always thought targeted organs outside the brain, have a role in the brain itself that affects behavior. I would say that your major contribution to psychopharmacology was showing interrelationships between sex hormones, general endocrine processing, and mental state. This could be very important for the future development of specific and effective treatments.  In summary, would you say that’s been your major contribution?

UH: That’s a good summary of it.  I also saw the educational need, because it’s important. You can have knowledge, but if this knowledge is not transferred to others, it’s really not seving what it should. Part of what we’re doing now is trying to extend the information from just psychopharmacologists to clinicians, primary care physicians and families about better ways to treat patients.  That’s what we are doing with the International Institute for Education and Mental Health (IEE).  That’s one of the contributions Brian Leonard and other colleagues, including Dan Van Kammen and myself are making. We`are spreading the word beyond the ivory towers, where it’s produced, to actual applications in places where it can be used. 

DV: It’s not just taking it beyond the ivory towers, within Europe and North America. Even more important is the focus on developing countries, the training of psychiatrists, neurologists and pharmacologists about the application and use of drugs in the community.  This is an area which has been neglected by us in the past.  This is where the CINP has been important and the IIE is coming in from the practical point of view. But the other issue is that scientific improvements are taking fifteen or twenty years before they get applied in the field. 

UH: I think that’s a very important point that we’ve raised. There is a world beyond the universities; there’s a world beyond the United States and Western Europe.  We are at the point where industry realizes there’s a large market made up of real people in need so we have to educate professionals at every level, because in most places they don’t have psychiatrists. 

DV: There are two important aspects that relate to membership in the ACNP.  Do you see your future as one of the grand old men carrying on in research, or is your future more as a mentor and educator?

UH: That’s a very good question and a good place to finish. As a relatively young investigator, when I came to Columbia and met the big names, Ed Sachar, Don Klein, Sid Malitz, Sandy Glassman and Jo Zubin and others, I was able to interact with them.  The main impact was to see that these giants, were actual human beings, and my reaction was, if they can do it I can do it, too. At this point, even though this interview is for a history of the ACNP, I don’t see myself as history. I think it’s important that younger investigators interact with more experienced mentors like you and me, on a continuous personal level. We need to keep active not just locally but bring in more people not only from the United States, or from the ivory towers, but from places in which young scientists lack immediate mentors as in South America. That’s a very important educational challenge for the future. We have to show younger people that they can actually do research and provide them tools to do it on their own

DV: Any views on the future beyond the educational point? New illnesses, new drugs, and the way the field is moving, from your viewpoint?

UH: I hope my main contribution to the field will be the definition of a focus for research. .  The focus of research should not be just the serotonergic system or a specific post synaptic receptor within the serotonergic system or norepinephrine or glutamate or inositol. What I’m hoping for the future is that there will be financing that support studies with a multidimensional focus. The idea is that a multidimensional balance is more important than a specific single end point. I hope the field will be moving to find treatment modalities and medications for imbalance of impaired immunostasis.  I believe that is the bottom line in affective disorders and it calls for a conceptual shift to convince researchers and industry to try this particular, but not so safe, avenue to develop compounds.

DV: Right!  To moe towards a more complex, but much more dynamic, and probably much more exciting approach in research. Is there anything else that you would like to leave with us?

UH: I thank you very much and the ACNP for providing this opportunity to chat with friends.

( Uriel M. Halbreich was born in Jerusalem, Israel in 1943. 





