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Interviewed by Donald F. Klein

Waikoloa, Hawaii, December 11, 2007

DK: Why don’t you give us a start and say something about your education, your early interests and how you got into this field?  What were the steps?

IG: Well, the story is, my father was an old-fashioned family physician. I used to go around with him when he would see patients. I always knew I wanted to get into medicine, with a capital M. The main thing I noticed when I was with him that he would actually talk to, not only the patients, but also their families.  So, in 1961 when I finished medical school, I went to New York Medical College, but the idea of managing patients with GI bleeding or being a surgeon and taking out organs I thought, was not for me.  I didn’t just want to become a technician. Actually, I wanted to get to know something about patients and about their illnesses.  When I got on the wards in my internship, giving medicines was a lot of fun, but was also not fulfilling enough.  I wanted to do more.  So, I decided to go into a not-so-popular field, psychiatry, where I could both talk to patients and families using medicines.  So, after Dickinson College in Carlisle, Pennsylvania, as an undergraduate, then New York Medical, by luck I chose to go to Hillside Hospital in Glen Oaks, New York, where you, Max Fink and others were teaching. At Hillside, my teachers were not just teaching me psychiatry, but taught me to think about how disease develops and how you treat them, i.e. a natural history of diseases.  That’s a long answer to a short question.

DK: That’s quite all right. And, how did you get from there into research?

IG: During the first six months that I was at Hillside, I kept asking the questions, does this work; does that work, for how long, for whom?  It just seemed like a natural part of working with patients and families.  The families would ask, “Is this going to help, doctor?”  That led to me asking the same questions of myself.  As it happens, while we were at Hillside, you were running large controlled studies, working on different response patterns to antidepressants and other drugs, trying to figure out which drug for which patient.  That’s how I really got into research.  I had done some research in college.  I had done some research in medical school, and I kept asking the question, “why”.
DK: So, what was your career track like? How did you initially get involved in research and where did you go from there?

IG: Well, when I was at Hillside, I started writing up cases that were unusual, and one of the first cases I had was a guy who turned out to have Kartagener’s syndrome.  He also had schizophrenia, so that led me to a literature search.  And that led to a paper about Kartagener’s syndrome in schizophrenia; no one had reported that association before.
DK: You figured his mother didn’t do…
IG: Right, as we thought about things in those years.  It turned out, as it happened in that particular case, that the guy’s brother got hospitalized the same week.  He also had schizophrenia.  That was an eerie coincidence.  During that first year at Hillside, I also noticed that with female patients, their mental status, especially their mood changed and their illness, usually schizophrenia or mood disorder, fluctuated with their menstrual period.  This led me to ask a question, a very basic question: “could hormones influence or change the course of a particular mental disorder?”  That’s how I got into it. And, I did a couple of research projects, while I was at Hillside.  Then in the fourth year at Hillside, I think the other major influence was being Chief Resident.  This administrative responsibility involved me setting-up the teaching program.  That got me into teaching, and teaching got me into, “what’s the evidence for what we’re doing”.  Needless to say, during the time I was at Hillside, I was fortunate enough to be admitted into the ACNP at the early part of my career relatively speaking, when the organization was just getting going.  The organization has been a major influence on me, not just from your mentoring, but there were a half a dozen people here, who were extraordinarily helpful to me.

DK: Can you name them?

IG: Dick Shader, Carl Salzman, Leon Epstein, Lou Lasagna, Phil May, Gerry Klerman, yourself, who mentored me along the way.  They taught me to use the scientific method to get answers to the questions like “what is this particular drug doing with this particular person at what time in the course of the illness.” This organization was crucial to pushing me along the research track from my earliest days in psychiatry.

DK: You moved on from Hillside, though.

IG: Well, as it happened, I got drafted.  I went to Ft. Gordon, GA, where I started with the smallest psychiatric service in the south, two beds.  But, they put me in charge of the service; the hospital kept expanding, expanding, expanding, and I ended up in charge of the biggest hospital in the South, two hundred beds with 12 psychiatrists.  That led me to the next step in my career, because when I left the Army, I went to California where I had interned at Mt Zion Hospital..  Having been trained as a teacher and researcher, I went to UCSF in charge of an inpatient service.  The question was what do the hospitals do for patients post-hospitalization, and how it was whatthey did in the long run?

DK: Where were you in California?

IG: I went to the University of California San Francisco, at Langley Porter Institute. At that time, as fate would have it, Governor Ronald Reagan was emptying out the state hospitals to save money.  I went there and noted the average length of stay, at that time, was about two or three weeks and I said, well, I “know” that the right hospital treatment is a longer treatment, I’ve come from the Hillside hospital, which hospitalized people six, nine or twelve months. Since the nurses and the hospital administration were fighting with me about wanting to keep patients longer, I thought what we ought to do was a controlled, random assignment study of the two different approaches.  So, Bill Hargreaves and I designed the infamous “short vs. long psychiatric hospitalization study”.
DK: Short and long?

IG: At that time, around the United States, a short hospitalization was three weeks.  A long hospitalization was three months.  So we randomized patients into two groups.  The hypothesis was, given the prevailing wisdom of the time, that patients who had a mood disorder, and would remit quickly, would need the shortest stay and the patients who had chronic schizophrenia or a personality disorder would need a longer stay.  We “massaged” their personalities, gave them the medicine that they needed, saw how they reacted and we followed them for two years after the hospitalization.  What we found was exactly the opposite of what we thought; that is, the mood disorder patients needed to stay longer, because when discharged had no idea that they needed medicine post-hospitalization.  The patients with chronic schizophrenia and personality disorder mostly did not benefit from the longer stay.  They did better with the shorter stay.  And, in an interesting correlation, Phil May, at an ACNP meeting, opined that the patients with the mood disorder who stayed longer and learned about their illness while we worked with them and their families, realized there was something wrong and they had to take their medicine.  In short, they had better medication compliance and that accounted for a better outcome.  And, those who didn’t have a clue what was going on stopped their medicine and relapsed.  So that was an important finding.  This was one of the very first random-assignment studies in psychiatry.  I have to say, again, I’ve been heavily influenced by what I learned at Hillside and at ACNP.  Random assignment studies (RCTs) were becoming the gold standard for all of medicine.

DK: How long were you at UCSF?

IG: I was at UCSF for ten years.  I was recruited back to New York to Cornell University Medical College. I was put in charge of the inpatient service at Payne Whitney, which was organized into five wards, run by psychiatrists with psychoanalytic training who had interest in doing hospital work.  Their approach was quite different from mine.  I tried to convince them with the unusual notion for them that we had to medicate people.

DK: That was when?

IG: In the 1970s and ‘80’s medication for Axis I disorders was not accepted as it is today; it was still controversial, especially in a psychoanalytic setting. The second issue was that these medicines may be helpful but, as best as I can understand, unless the patients swallow them, they won’t help.  So, to achieve that with the severely ill patients admitted to the hospital we had to work with families and that was anathema at that time.  The upshot of that was an NIMH grant, designed with John Clarkin, to study the effect of working with families in a hospital setting to improve outcome. So we did again a random assignment study.  Both groups received good medication treatment.  One group got the family intervention as well and the other group didn’t.  In this study we showed for most of these disorders we worked with, i.e., bipolar disorder, schizophrenia, depression, that working with families actually helped.  What it did was improve medication compliance, which was the key mediating variable for improving outcome.  I also conducted a random assignment study, not NIMH funded, of short hospital stay plus a transitional treatment program vs. directly into an outpatient transitional treatment program.  There wasn’t much difference in outcome.  So, those were the second and third major studies that I did. Then I got involved with a large multisite study designed by Nina Schooler and Sam Keith.  For me it was the next logical step.  It was called Treatment Strategies in Schizophrenia (TSS).  The background was that there were some patients with schizophrenia who took low doses of antipsychotics and did just as well as those with s standard dose.  The drugs used were first generation agents (FGAs).  EPS and TD was the main problem, so the notion was if you could lower the dose, you’d have less EPS.  The hypothesis was that a lower dose, plus a family intervention, would give you just as good an outcome as the full dose.  The upshot of that study was that you didn’t have to medicate with a full dose of an antipsychotic to get a good outcome.  There was no interaction effect. The family intervention did a little, but not enough to improve outcome.  
DK: Was anybody else doing anything of that sort at that time, in terms of trying to be systematic about the question of would family intervention really help?

IG: There were very few controlled family intervention studies, except for ours and that of Mike Goldstein with Bipolar Disorder.

DK: And, as I know not much progress has been made in that area of research.
IG: Right.  In terms of psychotherapy, there have been very few NIMH funded studies.  There’s the big NIMH individual psychotherapy intervention drug vs. medication alone study, but very little in the family therapy field.  I think I’m the only one of the few to get NIMH funding for that kind study. Clarkin and I actually did another family therapy study when I was at Payne Whitney.  That focus was on bipolar disorder.  We developed a family intervention for spouses of patients with bipolar disorder.  We randomized patients; one group received very good drug treatment plus family treatment; the other group received no family intervention. What we found in that study was, that family intervention was helpful for those who were very psychotic, i.e. for severe mania, it improved outcome in tha population over one year.  But for those who were less severe it didn’t do much.  But, again, that was a nice RCT.

DK: It’s interesting that studies of that nature haven’t taken off.
IG: I think the reason is that those interested in family research changed from psychiatrists to charismatic clinicians in social work, who are not interested in doing research. The one guy who’s made a terrific career on that line of research is David Miklowitz.  He was mentored by Mike Goldstein from ACNP, who was a very good mentor. Miklowitz has done RCT studies in depression and mania, NIMH supported trials which showed positive results by working with the family.

DK: So, where else did you go from there?

IG: After Payne Whitney, I got recruited to Stanford and focused my efforts, working with Alan Schatzberg, another ACNP member and former President.  We set up a schizophrenia research clinic, which has thrived and been mostly psychopharmacology research.  Most of that work has been presented here. When I moved from Payne Whitney out to San Francisco, one of the projects that you and I worked on, if you recall, was looking to introduce drugs used in Europe and Asia to the United States.  I went over to Europe and Asia in the summer of 1993, and came back with a list of ten or twelve orphan drugs.  Although very few companies wanted to invest and pick them up, I think it brought modest attention to the compounds that are being used in other countries.  As it turns out, this lack of interest was part of a larger trend after the 1970’s, as you mentioned in your talk earlier this week.  Drug development really slowed down.  We got all of these useful drugs in the 1960s and ‘70s and, then, there’s been a gradual drop off.

DK: I think you skipped over the time you spent in Washington.

IG: Right.  The other interesting thing that I did was from 1988 to 1990 when I was a Science Advisor to the Director of the NIMH, Lew Judd, another long standing ACNP member.  I went down there, really trying to push an agenda of increasing clinical drug trials.  We tried to develop a new version of what Jonathan Cole had done years earlier in his branch, which got shut down.  You were there at that time.  I think we both had an agenda for doing large-scale controlled trials, which would be carefully designed and peer reviewed.  It was a very fertile and a very stimulating couple of years that we had down there.  I think, in part, it led to some of the larger trials that later developed, like Star-D, CATIE, etc.  I like to think we had something to do with that.  A lot of that methodology was talked about here.  You know, no study is perfect.  All thesestudies were done, but I’m not sure they gave us useful data.  I believe that the next steps need to be carefully thought out with psychiatric statisticians involved from the earliest design stages to make sure that you can get answers in order to advance the field.  So, being the NIMH Science Advisor was an important step and, needless to say, ACNP members were prominent.  Part of what we tried to do was to bring them into the ADAMHA and into the NIMH family.

DK: And, where did you go from Washington?

IG: I got back to Stanford in 1993 and have been doing controlled trials ever since.  I’ve worked with virtually every new antipsychotic compound that’s come to market, i.e. the second generation agents (SGAs), and I worked in the CATIE project.  The most interesting upshot was the meta-analysis that John Davis and I did.  John has also been a long-standing ACNP member.  In the meta-analysis that we did, we compared the second generation agents to each other and to the first generation agents.  What the data suggested was that there were some second generation agents that were better than first generation agents, particularly clozapine, risperidone and olanzapine. As for the rest, they didn’t look much better than the first generation agents; although, they don’t have the EPS and tardive dyskinesia.

DK: Remind me, was the meta-analysis you did with John Davis based on acute or maintenance studies?

IG:  They were both acute and maintenance, long-term studies.  It was every controlled study we could found, longer than six or eight weeks.  They were studies from around the world.

DK: You got also involved in some areas of teaching?

IG: Right.

DK: And ethics?

IG: Right. As it happened, the first committee I was put on, when at ACNP, was the Education and Training Committee.  I mentioned that while I was at Hillside, I got interested in teaching.  When I was at UCSF, I taught a course on Teaching Psychiatry, which the residents and young faculty loved.  So, here at ACNP, Dick Shader, Carl Salzman, David Janowsky and I happened to be on the committee when the Travel Awardee program started.  We received some funding to bring young investigators to the meeting.  The idea being that the organization would die without new blood.  To keep it vital, we needed to bring young people in.  So, once we got the trainees in, the next question was what to do with them in addition to their simply attending symposia.  So, we tried to set up a teaching program.  One of the things they said was, not only was it difficult to do drug treatment in their institutions, this was back in the 1970s, given the psychoanalytic bias in the field, but there was no curriculum to do it.  So we developed, in the mid 1970s, the first model curriculum in psychopharmacology.  Just as it is crucial to know in research that randomized controlled trials are the gold standard, when you talk about curricula the crucial issue is that nobody wants to teach from anyone else’s curriculum.  The thinking is: “if I didn’t develop it, I’m not using it”.  So, we developed this teaching tool.  We had twenty or thirty lectures on the psychopharmacologic treatment of most common psychiatric syndromes.  How did we do that?  We got experts to give lectures, and we put it together as the first ACNP vetted publication. It was also the first model curriculum in psychiatry.  The model curriculum was also the first ACNP official publication.  Oakley Ray was very instrumental in seeing this through.  We distributed it to residency training directors.  At first, without any marketing, it hit like a lead balloon.  It went to print and sat on people’s desks.  We realized that it wasn’t enough just to print it.  Our subsequent success led to four subsequent editions of the model curriculum.  We’re now into a fifth edition.  We now have seventy lectures with over four thousand slides.  We’ve forged a permanent link with US training directors to use the curriculum.  We’re going to be able to get it into most every training program around the country.  We’ve been selling about a hundred to hundred and fifty copies of every edition, and sales have gradually risen.  And, we’re starting to get into Asia.  We’ve gone into Japan and presented it in China.  I went to Indonesia; it’s being used there.  We’re working with CINP and ECNP to try to get it into Europe and it’s been taken to Somalia, Israel and Chile in South America.  It’s now around the world.  It started at ACNP and it’s been a lot of fun and, unlike a lot of things that we do, it’s actually been useful.

DK: Yes, the training directors, in particular, as I recall, originally were not thrilled about it. They felt you want to cut in on their turf.

IG: Exactly, for example, at one medical school in New York, they do a hundred lectures on psychodynamic psychiatry and ten lectures on psychopharmacology, so why do they need a curriculum?  So, it’s been five years of working with the training directors, to get them to change their mental set to use the curriculum.  So, that’s been important.   Then, two years ago, I put together, with Dave Braff, a session on how to ethically work with industry.  There had been so much flack about working with industry, about conflicts of interest, that I decided to try to put together a session to speak to the issue. Could you work ethically and collaboratively with industry?  It was a reasonable first effort in how to do this.  It’s a difficult problem, and I don’t think there are easy answers.  This year’s ethics session, following that initial session suggested some solutions to the problem, but it still leaves much to be desired.  The ACNP, I think, has to play a central role.  In our field, and I don’t have to tell you, we work with industry to develop drugs.  This is what we do.

DK: However, you must have been very fortunate in the amount of traveling you’ve been able to do.  Tell me about some of those places you’ve been to.

IG: Well, I’ve been lucky in taking what I learned from meetings like ACNP around the world. In the mid 1980s, I got a Fulbright grant to teach in Italy and Japan.  I told you in the 1970s I was heavily involved with family therapy and with medication, so I spent a half a year in Verona at the School of Medicine, teaching family therapy and psychopharmacology.  In the other half of the year I went to Japan working on a study that I started here in which we followed up patients who had mood disorder to see what happened after the hospital.  The study was really a labor of love.  What I found was that cultural differences had little effect on outcome among Japan, Italy and the United States.  The main finding was those patients who had a good outcome, had two interventions in the hospital, which differentiated them from those who didn’t do well.  You had to not only prescribe medicine but you had to take it in adequate dosage.  The second issue was that you had to have had a significant other or family who received psychoeducation about the illness.  Those two variables, adequate medication and family intervention, were highly correlated with outcome.  If you didn’t have these two, you went right down the tubes.  You were readmitted two or three months later or relapsed or something like that.

DK Did the family had to be educated?

IG: Yes, we had to do psychoeducation.  You had to do psychoeducation to educate them; what’s the nature of the illness; what’s the nature of the treatment; and what can you expect.  And here are some coping strategies.  So, we built a whole module.  Where the programs were good, the patients did much better.  Then, again, short hospital stays are still a huge problem.  What’s happening now in hospitals is that patients come in, they all get a diagnosis of psychosis NOS or mood disorder NOS, and everybody gets a “shotgun blast” of medication. There’s very little contact with the family, so it’s another study that remains to be done.

DK: Do you want to do it?

IG: I ought to do it.

DK: What might you be doing in the near future?

IG: Really, my primary efforts continue to be working with new drugs as they come out.  I really enjoy trying to find out more about how they work in clinical practice.  A lot of the small studies that I’ve done with these new antipsychotics speak to what works and what doesn’t.  I’ve done two studies of concomitant medications for schizophrenia. Essentially, concomitant medications don’t do anything in schizophrenia, including mood stabilizers and antidepressants. ACNP taught me to ask the questions, what works, what doesn’t work.  Those are questions that are not commonly being asked in clinical practice. So, that’s kind of thing that I have been doing and I intend to continue to do work with the new drugs. So if you can find new medications with different mechanism; perhaps, serendipitously, that would be a great joy to me.  The other area that I’ve really worked hard on is this psychopharmacology curriculum, which has taken up a lot of my time.  I’ve shepherded it. I have a large group of people working on it and getting it out there, that is getting it marketed, and getting it used. Showing people how to use it has been a real labor of love.  It’s been helpful for the field.  The ultimate aim is to try to improve the quality of pharmacology practice.  “Quality indicators” is where I’m headed, i.e. trying to improve the average clinician’s practice.  It’s no longer the question of should we give medicine., but can you give it competently as well as keep up with the advances in the field. A meeting like this has always been the place where one could keep up, so that’s important.

DK: From your point of view, what about the difficulty in time constraints?  There’s only a limited amount of time you can spend with patients.

IG: Well, from my perspective, I’ve emphasized not only talking to patients, but as importantly talking also to their significant others.  I almost never see a patient who has Axis I disorder without a significant other, so you need adequate time in the office.  This tactic is not popular with insurers.  To actually do the job of working up a patient, find out what’s wrong and what you need to do, takes time.  So, that’s a very important and unresolved issue.

DK: I was just wondering whether that restriction on practice has constricted the ability to do research.

IG: Absolutely.  Clinicians aren’t going to sit there and spend precious time to use rating scales to follow progress. And, I should say too, here in the ACNP, there’s been a shift away from clinical psychopharmacology to a greater focus on neuroscience.  That’s happened over the years, thirty or forty years. It’s an important trend, whether it’s ultimately going to pay off or not remains to be seen.  Finally, on a different topic, I should mention that eight years ago I started an educational session at the annual meeting focused on teaching psychopharmacology. The impetus was my realization that ACNP had a dual mission the first being research, while the second was education. Education Day had focused on a particular topic, like "genetics and psychopharmacology," but little attention was being paid to pedagogic issues.  To fill this void, we developed eight sessions. The topics were: (1) The Field; (2) The Curriculum; (3) The Focus on Improving Practice by Improving Teaching; (4) The View of the Teachers; (5) The Neglected Constituencies: Can Teaching About Psychopharmacology Change Attitudes & Practices?; (6) Teaching Cutting-Edge Psychopharmacology: What Works and What Doesn't; (7) An Epiphany for Psychopharmacology Education for Residents and Practitioners: A Demonstration; and  (8) Teaching Psychopharmacology: Successes and Failures in Determining Whether Anyone Learned Anything,  or Did the Message Get Across? Attendance has averaged between 75 and 100 ACNP teachers and travel awardees.

DK: OK.  Thank you very much. We’ll see you around.

IG: Thank you.
( Ira D. Glick was born in Brooklyn, New York in 1935.





