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ALEXANDER H. GLASSMAN

Interviewed by Thomas A. Ban

San Juan, Puerto Rico, December 10, 2003

TB: This will be an interview with Dr. Alexander Glassman( for the archives of the American College of Neuropsychopharmacology.  We are at the annual meeting of the College.  It is December 10, 2003. I am Thomas Ban.  Could you tell us where and when you were born, about your education and how you got involved in psychopharmacology?

AG: I was born and went to school in Chicago and spent my early life in the Midwest. I went to undergraduate and medical school at the University of Illinois intending to go into orthopedics.  I had an uncle who was quite successful, a high water mark for the family and very anxious that I join him.  I never liked orthopedics, decided I cared more for psychiatry and wanted to be a psychoanalyst. 

TB: When did you graduate from medical school? 

AG: I graduated from medical school and was married in 1958.  My wife had been attending Northwestern and was from the east coast. She wanted to return for one year to the east coast before we came back to Chicago. I interned at DC General Hospital in Washington, because to practice in the Midwest you needed a rotating internship that included both surgery and medicine. I went back to see my uncle and told him that I wasn’t going to join him. He was quite distressed because he wanted to continue the family name in orthopedic surgery. It was unusual at that time for a Jewish person to be a surgeon and he was among the first orthopedic surgeons to practice sports medicine. He was a friend of George Halas who owned the Chicago football team and persuaded him to have an orthopedic surgeon as team doctor.  Still, when I told him that I had decided not to go into orthopedics he was terrific. He put his arm around me, and said, “Sandy, I always wanted to be a psychiatrist”. So that began my career in psychiatry.  I was a resident at Jacobi Hospital in the Bronx and on the faculty of the Albert Einstein Medical School.  I had a public health fellowship and it gave me a lot of latitude. It was really intended to increase the number of psychiatric teachers but in the fine print it said research was a good idea.  So I thought it would probably be advantageous if I did research and applied for a grant particularly since I believed the attending I worked under was unpopular with the Chair of the Department and my position might be in jeopardy. I didn’t think about research in biological psychiatry until I became interested in something that Alec Coppen was doing in England with serotonin.  It was very popular to study norepinephrine in the US, but instead I did a precursor study giving tryptophan to people on MAO inhibitors to see whether it altered response to the drug. I got a grant for a project that wouldn't be funded today because I had no credentials.  My intention was to finish the project and go into analytic training. However I couldn’t support my family, I had two children, and go into analytic training. I had almost finished the project when the Vietnam War intensified and I was drafted. I spent two years in San Francisco at Letterman General where I got increasingly involved in teaching about drugs and wrote a monograph for the army. 

TB: How did you get involved in teaching?   

AG: The reason was totally accidental and began before I was drafted.  Jerry Jaffe, who did all the teaching about drugs, left Einstein to go to the University of Chicago when Danny Friedman became Chairman there.  That left Einstein without anybody to teach about drugs.  There was a meeting held by NIMH to foster psychopharmacology education and Milt Rosenbaum, the Chairman at Einstein, asked me to go.  It was held at the University of North Carolina and I went, but I really felt insulted.  I believed he picked me because he thought I was the least likely to succeed as an analyst in what was a very analytically oriented department. I already had some research funding for what he considered biological psychiatry, and he thought I would like this. I met a number of people there: Fred Goodwin, John Davis, and Biff Bunny, learned something about these new drugs, went back to Einstein and began to teach psychopharmacology, but it was still my intent to go into analytic training.  When I was drafted, and the Army heard that I had been teaching psychopharmacology for several years, they were very eager for me to do so at either Walter Reed or Letterman.   I had already been to Washington for internship so I chose Letterman.  The Army was quite good to me.  I was director of residency training for the first year and was having trouble financially.  I was almost 34 years old and the Army salary was, I think, $5,000. We were worried because we had one child in school and another one starting. So we put all the money we had saved into renting a house in a good school district, and then ate canned spaghetti. I got a second job consulting on patients who were problems for the California Mental Health System. I didn’t know that much about schizophrenia, but I learned a lot by trying to teach it and developed more and more expertise about drugs. I also published the tryptophan study while I was in the military.  The Army gave you a half day off every week and I worked with Bill Dement in his sleep lab at Stanford. He probably doesn’t even remember, but I went down there for about a year. By the time I got out, I knew a lot about drugs and had much more of an interest in research. I also felt if I went into analytic training, my children would graduate before I would. So, because of that Vietnam War enforced delay, I thought I would try my hand at research.  I talked to the people at Einstein and at Columbia. The tryptophan grant I had started was finished by Stan Plattman who worked for Ron Fieve at Columbia with lithium.  No one at Einstein had any experience with lithium so I spent some time with Stan to learn about it. I corresponded with him while I was in the Army and when I left the Army Ron Fieve offered me a job at Columbia. .

TB: When was that? 

AG: In 1969 I came back to New York, at Columbia, and I’ve been there ever since.  It’s now 34 years ago.  At first I worked with Ron Fieve, but that didn’t work out and I seriously thought about going back to Einstein.  Then Kolb, who was Chair at Columbia, said that he needed someone to run the biological psychiatry program.  Sid Malitz, one of the very early members of the ACNP, was the chief of Biological Psychiatry but didn’t have time to run the department any more.  It was located on an inpatient unit that studied depression and I took over as acting Director. There was a young physical chemist named Jim Perel who was very gifted and who developed a method for measuring imipramine.  Until that time we did not have methods for measuring any psychotropic drugs, including the antidepressants. You could laugh when you think about how we had to do it. It was a fluorescent method that needed a dark room. Jim’s interest had been in studying the effects of methylphenidate on imipramine levels.  I thought that the more interesting issue was not drug-drug interactions, but the question of whether blood levels make a difference in clinical outcome. The tricyclic antidepressants were very lipid-soluble compounds, with large differences in blood levels from one individual to another, but we didn’t know if it made any difference.  We got a grant in the early 1970s to look at this issue, and with Jim, did the first blood level study in the United States. There was a group in Sweden, Folke Sjoquist and Maria Asberg, that opted to study nortriptyline because it had no metabolite and seemed easier to study.  We realized imipramine was a problem because we needed to measure both imipramine and desmethylimipramine and that was not easy, but it was the more widely used drug.  Actually the most widely used antidepressant at the time was amitriptyline, but we couldn’t get it to fluoresce, and it was seven or eight years before anybody developed a stable method to measure it.  So we did the imipramine blood level study, and the results were really quite striking.  There was a very real relationship between blood levels and therapeutic effects with the tricyclic drugs. Originally our interest was entirely in people who were rapid metabolizers, who burned the drug up, had low levels, and didn’t get better.  Gradually it dawned on me that there were people at the other extreme who were poor metabolizers, had high levels, and I became interested whether being a poor metabolizer had any consequence. We had a patient who developed heart block and we published that paper in, I believe, 1977.  It was interesting because that was a cardiovascular side effect that was directly related to the rate of metabolism. The patient was taking ordinary doses of imipramine but had very high blood levels.  As the blood level dropped, the heart block went away. That was the first case of a tricyclic-induced cardiac adverse effect at usual oral doses. It’s something you usually see only in overdose. Those kinds of reactions, in truth, turned out to be rare, but it got us interested in the cardiac effects. We looked first at the cardiac effects in normal people, and they were very modest. The drug would prolong the QT interval on the EKG, but not in a way that produced serious problems. There were issues with orthostatic hypotension and I wanted to follow that up in a second grant, but one of the site reviewers, a cardiologist from Yale said, you shouldn’t keep studying people who are healthy.  We know that’s safe.  The question is how much danger is this in people who have heart disease.  That comment got me involved in heart disease and so we did the first trial of an antidepressant in patients with overt heart disease.

TB: What about blood levels and therapeutic response?  

AG: The other thing that happened in the blood level study was that patients that were delusional were doing very poorly. Also in 1977 we published a paper before we had any blood level data, saying that delusional patients don’t do as well as non-delusional patients.  Non-delusional patients got better about 60 to 70% of the time. In the old days, the tricyclic drugs were very effective in inpatient populations but they had side effects that killed people in overdose.  With a good blood level, we were getting 75 to 80% of the patients that were in hospital better.  But the delusional cases did very poorly.  I published the paper in the American Journal of Psychiatry, presented it at the national American Psychiatric Association (APA) meeting, and thought everybody would believe me and accept it.  I was just naïve; I didn’t know for a long time that you have to advertise your findings.  And one paper doesn’t do it.  You have to write half a dozen.  We wrote a few papers about delusional depression and over the years it has come to be accepted. Nowadays you are taught to use combined treatments, but it took a decade before that was accepted. That began as a clinical observation in a group of people in a blood level study.  A lot of our time in the 1980s was spent with cardiovascular studies because the tricyclic compounds were problematic drugs in people with overt heart disease and in overdose. I thought by the mid 1980s I had exhausted the area because we knew everything there was to know. I became interested in stimulants because some patient told me that his amphetamine was much better than my imipramine and that he didn’t want to have anything to do with tricycle antidepressants. I began study amphetamine in people with major depression to see whether they were useful or would augment antidepressants. As soon as I got seriously involved, it occurred to me that the stimulant that depressed people used most often was nicotine.

TB: So that is how you got involved in smoking.

AG: That got us into a whole series of studies with smoking. We got the idea that maybe clonidine would suppress nicotine withdrawal symptoms. We did a study which was published in Science in the late 1980s, and showed that clonidine had an effect on nicotine withdrawal. That seemed like a sidetrack.  I wasn’t sure I wanted to pursue it, because my experience for 15 years, had been working with depression, and I didn’t know much about smoking. But we published it because it was a novel observation.  No one had ever shown a non-nicotine drug could affect withdrawal from nicotine. The truth of the matter is we got a patent on it, which never turned out to be very valuable.  It took a lot of time.  We did a study with normal subjects because it seemed hard enough to stop smoking without being schizophrenic or depressed.  Being a psychiatrist, it was easy for me to do a psychiatric interview, so everybody at the smoking clinic had a standardized psychiatric exam before they entered the study. We made a startling observation; an astounding number of smokers had a history of depression.  Once we saw that we looked to see whether it affected their quitting smoking, and people with a history of depression were much more likely to fail. It was a small study.  I think there were 88 patients. Clonidine turned out to be a very mediocre smoking cessation drug.  It worked, but it wasn’t as effective as the nicotine patches or gum. But I got interested in the relationship between depression and smoking, and thought that maybe an antidepressant drug would be useful in smoking cessation.  We suggested that at an APA meeting.  We did some pilot studies, and looked at a number of antidepressants, including bupropion.  Linda Ferry in California saw our paper in the Journal of the American Medical Association linking depression with smoking cessation failure and did a double-blind trial at the Veteran’s Administration hospital  She had, I think, 42 smokers, half on placebo and half on bupropion.  There was an impressive quit rate on bupropion.  The drug manufacturer, Burroughs-Wellcome, pooh-poohed the idea so she called us and asked how we measured depression.  We gave her scales and taught her how to use them.  Her mother, recently retired from the California school-system, administered them. Linda studied 192 smokers, all free of depression, and bupropion still worked. That led to Zyban, buproprion in a new formulation for smoking. There were headlines about depression and smoking and I was invited to give presentations to non psychiatric audiences.

TB: By now you must have been pretty pleased with your findings.

AG: Yes, but there was also a part of me that was concerned or unhappy. I don’t know exactly how to put it. I had always had in my mind not just the cardiovascular effects of antidepressant drugs, but the cardiac effects of depression itself.  I had a strong bias that depression was causing heart disease.  The literature was controversial about whether increased mortality was from depression or just the drugs used to treat it.  There was clearly an increase in cardiovascular mortality in depressed people, but all the patients came from clinics or hospitals, and were all medicated.  So you couldn’t disentangle the medication from the diagnosis. Jane Murphy did a community epidemiological study in 1988.  I honestly thought that once she went into the community, the relation between depression and death would disappear, because the cases would be much milder. I thought you’d need a really severe major depression to produce heart disease.  That’s not what happened.  She showed a relationship, and a couple of years later the Yale group replicated that.  In the late 1980s, when we started on our smoking work, I thought the depression and heart disease relationship was nailed.  But I began to realize it could simply be that depressed people are more likely to smoke, and smoking causes heart disease, and no one had ever controlled for that.  At a meeting of the American Medical Association in Chicago (AMA) I met a cardiovascular epidemiologist by the name of Anda. He had replicated our observation about smoking and depression, and its ability to interfere with cessation. When I asked about his data set, Anda had one that prospectively recorded deaths. He not only knew whether someone was a smoker and if they’d quit, he also knew if they died. We could look at the relationship between depression and death, controlling for smoking. He convinced me you have to control for all the cardiovascular risk factors, not just smoking. We published a paper in 1993 showing that even controlling for all cardiovascular risk factors the relationship between depression and cardiac death persisted.  That got me more and more into this issue of depression itself affecting heart disease.  When I had gone into smoking, I thought it was unrelated to depression.  It turned out to be very much related; so much for planned research.

TB: You got also involved in mortality studies with depression. How did this happen? 

AG: In the early 1990s, a Canadian, Nancy Frazier Smith, did a psychiatric exam on 222 post MI patients in cardiac intensive care and followed them for six months.  People with major depression were almost four times more likely to die. Even controlling for risk factors and severity, this has been a very consistent finding.  But hers’ was really the land mark study. Even though there were a very limited number of patients, I felt we needed to do a clinical trial to see if treating depression would reduce mortality and that was really the beginning of the sertraline antidepressant heart attack randomized trial (SADHART). That study had a very rough beginning, nobody wanted to do it. Wilma Harrison attended the ACNP for a number of years as a representative of Pfizer. She eventually ran the CNS division and she was somebody special. Most of the company people did not want to do the study but Wilma insisted it was crucial. After about two years of in-fighting they eventually agreed to do a pilot study.  But we demonstrated that we could collect the patients and do the measurements and we had some pilot safety data so they didn’t have to worry that anything terrible would happen. The definitive study did not start until 1997 and wasn’t published until 2002. The results were beyond our wildest dreams.  I thought I was doing the world’s largest pilot study.  It was really a stepping stone. I wanted to do a mortality study but because there was no safety data and we needed that first, the design did not have the power to show if treating depression reduced mortality.  That would need 3,000 to 4,000 patients if there was a 20% reduction in mortality, and I didn’t think it would reduce it by that much.  A 10% reduction would still save 1,000 lives a year. But there is another aspect in addition. It would change the stigma attached to depression, both in the patients themselves and in physicians. Many physicians still don’t accept that depression is an important condition.  If you could show that treating that condition would reduce mortality, then they would pay attention to it.  So I’m still working to get that definitive trial.  The SADHART results suggested that there was at least a 23% reduction in life-threatening events.  It just missed being a trend.  But the study and sample size was nowhere near adequate to look at mortality.  It did prove safety, and that makes a larger study much more doable.  And then the NHLBI study, encouraging recovery in coronary heart disease (ENRICHD) showed that psychological treatment reduced depression, but it didn’t change mortality. The ethics committees said, if you had a patient with a Hamilton Depression score of more than 24 you have to give them an antidepressant. It turned out that about 20% of patients, for one reason or another, were already on an antidepressant drug, usually an SSRI.  But in ENRICHD drug use was not randomized nor was it controlled.  Some people started it early, some started it late.  Nevertheless, there was a 42% reduction in mortality in the drug group compared to the non-drug group. You would expect a higher death rate in the more severely depressed, but there was a 42% reduction in mortality. So it looks very much as if antidepressants reduce mortality.  There are things to be done, but so far that’s the story.

TB: There are things to be done you said. What should be done?

AG: What would I like?  The most important thing is to do a simple definitive trial; to take 4,000 patients and randomize them to an SSRI or placebo.  I’m a consultant for the American Heart Association on their standards of care committee, and they look at our data and say, it’s very suggestive, but it’s not definitive.  It can’t be made a standard of care on the evidence we presently have.  If it isn’t a standard of care, some people will do it, some people won’t.  The drug companies can’t really advertise it because there is not evidence that the FDA would accept.  If we did a definitive trial, and showed a reduction in death, that would have such an impact on how other physicians look at depression and how the patients looked at themselves. I honestly think that depression is a disease of the whole body. The same story exists with stroke.  There is not as much evidence, but it looks very much like it.  And there’s very good evidence that bone metabolism is affected by depression. Once you prove that treating depression reduces mortality, than there will be a whole slew of studies looking at why.  As a group that studies psychopharmacology, we put up fences between other disciplines that limit our understanding.  We may have one of the best cardiac drugs.  This may be beneficial in anyone with bad heart disease, not just in depressed people.  If we reduce death in depressed people with an SSRI, people will look and see if it works in all cardiac patients. 

TB: Is there anything else you would like to talk about or add? 

AG: No, I don’t want to add anything.  That’s fine. 

TB: Well, then, I think we should conclude this interview with Dr. Alexander Glassman. Thank you very much  

AG: It’s a pleasure. 

( Alexander H. Glassman was born in Chicago, Illinois in 1934.  Glassman died in 2011.





