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ELLEN FRANK

Interviewed by William E. Bunney, Jr. 

Waikoloa, Hawaii, December 11, 1996

WB:  I’m Dr. William Bunney, Professor of Psychiatry at the University of California, Irvine, and I’m interviewing Dr. Ellen Frank,( a Professor in the Department of Psychiatry, University of Pittsburgh. Dr. Frank is a leading clinical neuropsychopharmacologist. I wonder if we could start with you telling me a little bit about your training.
EF: Well, there is sort of an informal answer to that question and a formal answer to that question.  Formally, I have a PhD in Psychology from the University of Pittsburgh and I had the sort of standard clinical psychology training offered in the seventies, but I think my informal training was probably every bit as important.  I am the daughter of, I believe, a brilliantly talented social worker who was one of the founders of the discipline of geriatrics, and one of the first people to recognize the problems of older individuals as different from those of younger persons, perhaps because she was originally trained as a human biologist and worked as a laboratory technician before entering the field of social work.  So, I had a kind of informal training all the years I was growing up in my mother’s home.  Then, when Tom Detre and David Kupfer first came to the University of Pittsburgh, I was hired to be their research assistant.  They were working on a project in which they were trying to write a primer for the initial interview in psychiatry that they titled The First Encounter.  The way we worked was that I’d come to the Institute a couple of nights a week and sit down and listen to the two of them talk about the diagnostic interview in psychiatry.  I’d take notes, write the stuff up and I’d bring it back the next day.  But, what it really was was a nine-month seminar in psychiatric diagnosis with two teachers and one student.  So, a lot of my training really came in an informal way by listening to them and, then, later on, by watching how they did research.

WB: What about college and other training?

EF: Oh, that!  Well, let’s see.  I I have a BA. in drama from Vassar College in Poughkeepsie,New York, and a Master’s Degree in English literature from Carnegie-Mellon University in Pittsburgh: very important to neuropsychopharmacology.

WB: OK, what created your first interest in neuropsychopharmacology?

EF: Well, growing up in Pittsburgh, I honestly didn’t know that there was such a thing as a psychiatrist who wasn’t a psychoanalyst until Tom and David and the New Haven crew came to Pittsburgh.  I had no idea that there was a science of treatment in psychiatry, but I became immediately fascinated by what they were doing.  This was in the mid-1970s, when we first had what appeared to be highly effective treatments for depression and other major psychiatric disorders, and models for testing the efficacy of these treatments in an experimental way. I was just completely captivated by this idea.

WB: What were the drugs that they were working on at that time?

EF: For depression, amitriptyline and imipramine, and for schizophrenia, the standard antipsychotic drugs.  I also was fascinated to see that some of these drugs might treat something that the family therapists had been trying to convince us was purely intra-familial, such as the Tourette syndrome. We certainly have a different idea about this now, but that these major drugs could actually have an effect on something like the Tourette syndrome was a completely novel idea at the time.  Those were the main compounds that I got to see in action.

WB: You’ve done some really outstanding clinical work. Tell us about the research that you’ve done.  Just give us a little history of the research that you’ve done.

EF: I sort of came into this by the back door.  My expertise was really in the psychotherapeutic treatment of depression and, actually, post-traumatic stress disorder as well, that we did not call post-taumatic stess disorder in the mid-1970s.   My first research grant, which I got as a second-year graduate student, was on the treatment of rape trauma which no one, then, was calling PTSD. I learned a lot in doing that study about how to do a controlled treatment trial of psychotherapy.  So, when our department decided that a really important problem was the maintenance treatment of recurrent depression, I was asked if I would organize the monitoring of the psychotherapy part of that study.  Well, as time went on, my role expanded and expanded and by the time the study was done, my responsibilities included running the clinic in which the study was being done and, finally, running the study itself.  The question that the study set out to address was whether we could find better methods for preventing new episodes of depression in individuals who had well-established histories of recurrence.  Previous studies, notably that of Prien and colleagues, had demonstrated that active medication, particularly imipramine, was certainly better than placebo and that a tricylic antidepressant was considerably better than lithium for preventing pure unipolar depression recurrences.  But, if you looked carefully at the outcomes from the Prien collaborative study, you saw that even the best treatment wasn’t that good. About half of the patients were ill again at the end of two years.  So, our idea was that if you added psychotherapy to pharmacotherapy, perhaps, you could have a better outcome.  What we also questioned was, whether decreasing the patient from an effective acute treatment dose to a so-called ‘maintenance’ dose was the best strategy.  We had the impression that probably it wasn’t.  So, we elected to study a group of patients, all of whom had had acute treatment with drugs plus psychotherapy, i.e., imipramine and interpersonal psychotherapy, and then randomly assign them to the combination of drugs and psychotherapy, pharmacotherapy alone, psychotherapy alone, or a monthly clinic visit with no active psychotherapeutic or pharmacotherapeutic intervention for a period of three years.  What we found was that if you continue active imipramine at the same dose that was used to treat the acute episode, you have a highly effective means of preventing recurrence, even in patients who, on average, are having episodes every year and a half to two years.  What we didn’t see was any added benefit for psychotherapy in addition to what might be termed ‘full-dose’ pharmacotherapy, but I think, frankly, that’s because we had such a good outcome with the pharmacotherapy.  There was really no room to see an added benefit.  What we did find, interestingly and quite surprisingly, was that monthly sessions of the depression-specific psychotherapy had statistically significant protective effect, not as good as continued medication, but certainly better, clearly better than just monthly visits with no psychotherapy.  Gerry Klerman used to say it wasn’t a fair test because we used the highest dose of antidepressant and the lowest dose of psychotherapy in any trial ever conducted.  But we clearly found that continuing an antidepresant at the same dose that gets the patient well, probably, keeps the patient well.

WB: Now, what impact do you think this has had, because this has clearly been supported?

EF: When I go around now and I do grand rounds and I meet with first and second year residents and they have the idea that the way to keep recurrent patients well is to keep them on their medicine, essentially, indefinitely, I feel that the message has gotten across.  I think the study did two things.  I think it served to reinforce a changed idea about unipolar depression and that is that it’s a life-long disorder.  I think that prior to the Prien study and our study there was the impression that schizophrenia was a life-long condition, bipolar disorder was a life-long condition, but unipolar depression happened in these isolated episodes and we didn’t see it as something that really required maintenance treatment.  And, I think that attitude has changed.

WB: And, that’s a change.

EF: I think so.  I think so.  I haven’t been in this field long enough to have the whole history, but it seems to me to have been a change.

WB: And what were your hypotheses in this work?

EF: Well, our hypotheses were that the combination of pharmacotherapy and psychotherapy would be better than pharmacotherapy alone, but we didn’t show that.
WB: But others have, I would think?

EF: Well, no, not really.  There’s yet to be, either, an acute or long term maintenance trial that shows definitivly that the combination is better than maximally effective pharmacotherapy. You can show that the combination is better than psychotherapy alone, but there’s yet to be a study that shows that adding psychotherapy improves on maximally effective pharmacotherapy when your outcome measure is the proportion achieving a remission. Now, we’ve been looking at some of our own data and these are not controlled trial data, these are historical controls, patients in earlier studies, who got the combination, compared to patients in current studies, who are only getting psychotherapy or only getting pharmacotherapy and it does look like there is a slight advantage, not a huge one, a slight advantage for the combination.  But, no one has yet pitted these treatments against one another in a big trial and shown an additive effect.

WB: Now, who were the major people, nationally and internationally, in this field that you’ve interacted with as part of your research network?

EF: Well, Tom Detre was a huge influence in my life.  He was the person who showed me that this was a science, who had enough faith in me to ask me to write a grant as a first year graduate student, and, then, give me the support to do it.  David Kupfer was huge influence in terms of teaching me ninety percent of what I know about how to set up and run and analyze a controlled trial.  Myrna Weissman was an enormous influence because Myrna taught me that you could, and this was very important to me, that you could be an extremely serious scientist and retain your femininity.  I can still remember the first time I heard her give a talk.  I was just a lowly research assistant at Western Psychiatric and she arrived to give a research seminar in this diaphanous summer dress with that halo of blond hair, stood up and gave a perfectly organized talk and, then, responded to questions just with millisecond latency. And I thought, this is what I want to be when I grow up.

WB: A role model.

EF: Absolutely.  But, I think we often miss to understand why it’s so hard for women in this field. We so rarely saw, up there in front of us, a “like other” woman, doing what we would like to be able to do someday. And my daughter describes this experience when she was a second year law student at Harvard, seeing a petite, dark-haired, dark-eyed woman up there teaching a law class.  And, it was like a light bulb went on: I can do this. 

WB: Well, where is your daughter now?  

EF: She’s an Assistant Professor at Marquette Law School.  But, I think that that visual impression of a “like other,” doing what she wanted to do was so important.  There’s, just not enough of these around.

WB: OK, any other people who are important?

EF: Gerry Klerman was very important because he was the one who really taught me, and I sort of did not know, that psychotherapy research hadn’t been about outcome.  I couldn’t understand why anyone would want to study anything other than outcome; I really didn’t understand that. This was a new idea.  And, I think I learned a lot about research design from just looking at studies that Gerry had designed.

WB: He was good at that.

EF: He was good at that.  He had so much foresight in terms of what the important problems were. When you look at his first depression treatment study, it was a continuation treatment study.  He already recognized that, he knew in the 1960's that this was a chronically recurring disorder and the issue was relapse and recurrence.  So, he’s been important.  Those are the main people.  They’re all familiar, aren’t they?

WB: Now, you mentioned the issue of a role model, a woman, female role model, but I know you’ve had interest, over the years, in the gender issue here.  I mean, it’s obvious that this is a factor in depression.  What has been your real involvement in that?

EF: Well, because I graduated from a woman’s undergraduate institution that has always been, in its own way, a feminist institution, just at the time that the feminist movement was beginning to, or the second feminist movement was beginning to take place.  And, I came back to Pittsburgh from college and within a couple of years I was hosting a talk show on women’s issues, which I did for seven or eight years.

WB: I didn’t know.

EF: So, in that program, for seven years, I addressed a whole range of topics that had to do with women and women’s concerns.  So, naturally, in any field, in which I would have found myself, whether it had been psychology, psychiatry, literature, you name it, I would have been interested in the question of gender differences and how women are different from men and how their experiences differ from the experiences of men.  I spent my sabbatical last year, primarily, trying to figure out why it is that women are so much more vulnerable to depression than men.  I’ve not found the answer, but it’s something I’ve been interested in.

WB: Did you come up with something?

EF: Well, I have some ideas about why rates of depression take off so rapidly for adolescent girls, relative to boys.  And, I think it has to do with the interaction between biologic and social factors in the age period, let’s say, between ten and fifteen.  But, it’s too long a story.

WB: Now, in your research, are there new technologies, new instruments, new things that you had to develop in order to move it along?

EF: Well, I was part of a group, nationally, that became interested in specifying treatment delivery and, I think, part of that came from the idea that if we were going to compare psychotherapists across individuals, that we needed treatment manuals, that we need to be specific about how the treatment was supposed to be done.  But, I think that also led to a specification of how pharmacotherapy should be delivered.  I always like to say that we won’t have the pure test of the pharmacotherapy efficacy until people can go up and get the active medication or placebo out of an ATM machine, that there’s always the human factor in the delivery of pharmacotherapy and it has a big effect. So, I think an important set of tools for me were all of these manuals and treatment strategy descriptions that enabled us to do, what I think, were relatively well-controlled studies of the differences between pharmacotherapy and psychotherapy.  Those tools enabled us to demonstrate in our long-term maintenance trial that the therapists who were supposed to be doing psychotherapy were really doing psychotherapy and the ones who were supposed to be delivering just medication clinic suuport, that’s all they were doing.

WB: So, it was sort of a codification of what needed to be done?

EF: A codification of the interaction between the patient and the clinician.

WB: Do you remember when your first paper was published?

EF: I know when my first important paper was published.  In 1978, I published a paper, based on an old data set that David Kupfer and Carol Anderson had brought from New Haven to Pittsburgh. It was on the differences between couples who sought marital therapy and couples who sought sex therapy.  And, then, Carol and I went out and gathered a population of happily married couples, couples who felt their marriages were working, and demonstrated that sexual dysfunction, as defined by Masters and Johnson, was pretty much rampant in these happily married couples.  That paper appeared in the New England Journal of Medicine, which isn’t bad for starters.

WB: Pretty good.

EF: They tortured me over it.  You know, every word had to be rewritten.

WB: Do you remember your first scientific presentation?

EF: Ah, yes.  My first scientific presentation was based on this data set from New Haven and it was at the American Psychiatric Association in May of 1975.  I’d never given before a scientific paper.   I had no degree.  I hadn’t begun even graduate school.  I felt like a complete and total fraud.  But I was a good enough intuitive psychologist to know that behavior rehearsal was an important part of settling yourself down, so I went to look at the room and stood up on the podium the day before my presentaton.  It was pretty...
WB: …awesome, to say the least.

EF: Yes, but I got through my paper and nobody asked me any questions that I couldn’t answer, so, if I was a fraud, they didn’t know.

WB: What are you doing now?  What is your current research involvement?

EF: Well, the questions really haven’t changed very much.  The T-shirt still says, “How Do You Prevent Recurrence?”  I’ve become passionately interested in and concerned about manic-depressive illness and how poor our treatments are for manic-depressive illness, relative to our treatments for unipolar depression.  So, I’m currently doing a study where we’re looking at whether the combination of pharmacotherapy and psychotherapy, a psychotherapy that we’ve developed which we think might address some of the etiopathology of bipolar disorder, based on interpersonal psychotherapy, adds anything to the efficacy of well done pharmacotherapy in the prevention of new episodes of bipolar disorder. As I mentioned it before, in our unipolar study we really couldn’t show added benefits for the combination of medication and psychotherapy, because even the drug alone-treated patients had very good social functioning, but bipolar disorder may be different.  We’re also doing a study that is another kind of follow-up to the original maintenance study.  In that study we showed that monthly sessions of interpersonal psychotherapy had some protective effect. So, we asked ourselves who would want non-pharmacologic maintenance, given that pharmacologic maintenance works so well.  The answer we came up with was women in the childbearing years, because there’s a whole period when women are trying to conceive, carry and nurse a child when, generally speaking, all things being equal, you prefer not to be putting drugs into the system.  So, we’ve been doing a study in which we are treating women acutely, with interpersonal psychotherapy alone and, then, randomly assigning them to weekly, bi-weekly and monthly maintenance IPT sessions, trying to do sort of the dose-response study of maintenance IPT.  We’re about four years away from finishing that one, so it’ll be a while before we know the answer.

WB: Interesting.  Are you using any of Beck’s ideas in that study?  He has his own approach to non-drug therapy.

EF: No. I actually started out very much as a cognitive therapy advocate.  We used cognitive therapy in my original studies of rape trauma.  I was trained to do CBT by Marika Kovacs who was a direct ‘descendant’ of Beck. When I first learned to do CBT, I thought I’d found the Holy Grail.  I was very skeptical of IPT, because it seemed like a very soft treatment by comparison.  That’s what my mother did.  Not that I didn’t respect what my mother did; I just didn’t think it treated depression.  Well, IPT is a very, very effective treatment.  So, I’ve stuck with it; I’m an empiricist.  I’ve stuck with what seems to work.  And, I found that once you stop either drugs or psychotherapy the effects of these treatments dissipate rapidly. We found that with psychotherapy it’s quite possible to do maintenance or booster treatment. But, I don’t think these treatments inoculate people against recurrence.

WB: Would you pick one of your findings, discoveries as the most important one?  Is that possible?

EF: Well, you know…
WB: The biggest contribution?

EF: Well, I think the first long-term maintenance treatment study of which David Kupfer was the original PI in which we demonstrated that there is a huge difference in terms of risk of recurrence between being fully treated and not being treated. That, so far, I think, is our major contribution.  I hope we’ll get to build on it.

WB: Are there times when you’ve been tempted to leave the field?

EF: Not for a minute.  I wake up every morning and I can’t believe that someone is going to pay me to do what I’m going to do today.  Are there new questions I’d like to answer?  Yes.  Do I feel frustrated?  The studies I do take nine and ten years.  Do I feel frustrated when I think about the fact that I can only do two or three more of these in my life?  Sure.  But, nothing has tempted me since I found this. It is like finding true love.

WB: I guess the answer is that you’re happy with how things have turned out?

EF: I feel I’ve been very, very fortunate in terms of the kind of research environment that I happened to be in, to have had the kind of support that I’ve gotten from, not just from David and Tom, but from my colleagues and from the staff.  Essentially, we still have the same research team that we had when we started the long-term maintenance study in 1981. So, I’ve been blessed by really dedicated team members who stick with us in this work.  And, I’ve been blessed to have really wonderful relationships with people at the NIMH and they’ve been extremely helpful.  

WB: All right, you’re a creative, imaginative person.  I want you to think about the future, to think in the real world what would be ideally happening in your field in the future, and in the blue sky world, what could happen up there, at some point, in the future?

EF: Well I think we’re beginning to learn a lot from epidemiology about how these disorders progress and develop over the lifetime.  I don’t think, in my lifetime, we will ever come to true primary prevention in psychiatry the way the bacterial disease folks think of primary prevention, but we may get to the place where we can identify the early signs of Disease A, which almost always leads, later on, to Disease B, treat Disease A in its earliest form and prevent B from ever happening.  So, for example, we know that almost all of the women who by age twenty-five have major depression, had an anxiety disorder as a child.  Now, it’s an empirical question whether if we could address that anxiety disorder at fourteen or twelve, we could prevent that person from ever going down this path.  That would be something I’d like to see us do.  I think we’re on the edge of an explosion in terms of new compounds to treat depression.  I think the SSRI’s are just the beginning of a whole new range of treatments. But, I’m wondering whether we don’t need to learn whole new ways of giving these medications.  We’ve been giving them as though they were tricyclics. I hope there will be people who will step back and say maybe this isn’t the way to use these compounds.  They clearly have an impact, but maybe there’s a whole other treatment strategy that we ought to be looking for.  Maybe the model that worked with respect to imipramine and amitriptyline for the prevention of depression doesn’t work at all with these medications.

WB: You’re talking about frequency, dosage?

EF: I’m talking about frequency and I’m talking about dosage.  The idea with the tricyclics is pretty clear that you take the person up to the maximally tolerated effective dose and just keep them there; but, maybe with the SSRI’s, we need to start much lower and shift as treatment goes on.  I think something may be happening over the course of time with these new drugs that the patient who’s successfully treated, initially, with 10 mg, let’s say, of fluoxetine, may need 20 mg to be maintained.  So, I think, we don’t really understand, yet, exactly how this works. We may think we know how they work at the receptor level, but what I’m interested in is what happens in the clinic.  And, I think, as more and more of the treatment of the psychiatric disorders is being handled in the primary care clinics, we’ll need even crisper models for how to use these drugs, because physicians don’t have the time.

WB: That’s another problem.

EF:  I don’t really have a clear understanding of all of what’s going on in molecular biology, but I think it’s not inconceivable that there may come a time when you can ask the question, would you wish that there was no manic-depressive illness. I think Kay Jamison has really raised that question in a very effective way.  Would we want a world in which there were no more people with manic-depression?  I think the answer is probably “no.”  Would we want a world, in which no one had schizophrenia?  I think the answer is probably, “yes.”  Will there come a time when we can identify in these diseases in utero and alter things in utero?  Would we choose to do that?  These are not just scientific, but big moral and ethical questions.

WB: They may not be that far away.

EF: That’s exactly right and the ethicists better get their act together, because we’re going to be pounding at their doors. 

WB: Are there things I’ve left out, things that you want to put on the record?

EF: No, other than I would like to say that I kind of got here by accident.  I had good library and writing skills. This crew, Tom and David and Carol Anderson, came from New Haven to Pittsburgh and were looking for somebody who could read and write and fix up their manuscripts.  I came in completely by accident.  This is the most unplanned thing.  It feels like a perfect fit.  I feel incredibly fortunate to have gotten here.  I do think about how my life would have turned out, otherwise. I was an undergraduate drama student; I spent a summer in Stratford-upon-Avon. That summer the Royal Shakespeare Company was doing both The Jew of Malta, and The Merchant of Venice in repertory. Eric Porter was playing both of these roles so I got to know him a bit.  About seven years later, Porter was being interviewed by Alistair Cook on Masterpiece Theater during an intermission in the Forsythe Saga and Alistair Cook asked him if he thought he’d been a success and he said, “Absolutely.  I figured out what I want to do and I found a way to get paid for it”.

WB: Good.

EF: And, in that sense, I feel like a success.

WB: Well, you sound like somebody that’s in the middle of her career.  You’ve got twenty good years of productive research that you’ve already put in and, probably, another x number of years to go in the future.  OK, anything else?

EF: I don’t think so.

WB: OK, I’ve been interviewing Dr. Ellen Frank, a Professor at the University of Pittsburgh, whose unique contributions to the field of neuropsychopharmacology are internationally recognized. It’s been an honor to talk with you.

EF: Well, an honor for me, too.
( Ellen Frank was born in Pittsburgh, Pennsylvania in 1944.





