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KARL RICKELS

Interviewed by David Healy

San Juan, Puerto Rico, December 14, 1998

DH:  My name is David Healy. Today is Monday, the 14th of December 1998. This is an interview with Karl Rickels( on behalf of ACNP at the Annual Meeting in Puerto Rico.  Karl, can we begin with where you were born?

KR: I was born in Germany; grew up in Berlin; became a prisoner of war in Africa; spent time as a prisoner of war in the USA; returned to Germany in 1946, and went to medical school in Munster, West Germany.

DH: Did it take you four or five years to go through medical school?

KR: Five years.

DH: Often after the war, it took less than five years as they were trying to get people through quickly. At the time you went to medical school, did you have any thought you might do psychiatry?

KR: I didn’t know anything about psychiatry. I was planning to go into public health and pathology. After my internship I started residency in bacteriology and microbiology. But I always wanted to go to the States, having been in a prisoner of war there.

DH: Why?

KR: I had a great time in the States.  I was treated very well.  I enjoyed the country. There was freedom of ideas and I always wanted to return. When I saw an ad for a job in a mental hospital in Iowa. I applied and was accepted in 1954. That was my first contact with psychiatry.  I spent a year at the mental hospital in Cherokee, Iowa, where they were still doing lobotomies. 

DH:  This was just before chlorpromazine? 

KR: It was a state hospital. They used transorbital lobotomy to calm very violent patients and physical restraints to control those who were excited and agitated. While I was there a few patients were started on reserpine and Thorazine (chlorpromazine.)

DH: Which of the two did you get first?

KR: I think we had reserpine.

DH: What was the impact of the introduction of drugs?  Do you have any memories of the first patients you saw treated with them?

KR: Well, we used them primarily to calm people down.  We didn’t know what they would do long term. But they certainly produced calmness and controlled patients on the wards.

DH: It must have been very noisy, smelly and dirty on the wards in those years.

KR: Yes, in the beginning. Still, I decided to enter psychiatry and get a good training. So, I contacted a few places on the East Coast and the University of Pennsylvania asked me to visit but I didn’t have enough money to travel. They interviewed me by telephone and I was accepted.  After one year at the state hospital, I moved to Penn

DH:  What was the orientation of psychiatry there?

KR: It was pretty much psychoanalytic. I finished my residency in 1957 but stayed in the department and worked in the outpatient clinic with patients who at the time were referred to as neurotics. I became interested in anxiety disorders and outpatient depression, and especially on the effect of non-specific factors on drug treatment. My research has been supported since 1959 by NIMH.

DH: What kind of patients did you get at the outpatient clinic in those years?

KR: In my first outpatient study we compared phenobarb with meprobamate. It was not done at the psychiatric outpatient clinic because that was too psychoanalytic. I had to go to the medical clinic to find patients for my research.

DH:  You mentioned in your first study you used meprobamate. 

KR:  It was the first tranquilizer that was a little bit better than the barbiturates. It was the best tranquilizer until the benzodiazepines, Librium (chlordiazepoxide) and Valium (diazepam) came along. Then, in 1961, Sy Fisher, E. H. Uhlenhuth and I started the first outpatient collaborative study with psychotropic drugs supported by NIMH. It was focused on non-specific factors that might have an effect on treatment response. It was carried out at Hopkins and Penn. We demonstrated, for example, the effect of doctors’ attitude on the outcome of treatment. We also studied whether side effects can be manipulated by non-specific factors. It was interesting to learn that many patients interpreted sedation as a positive, and not a negative event. 

DH: Where did you get the idea to look at these kinds of interactions?  Did you have any contact with Beecher?

KR: I published a book following the 1966 World Congress of Psychiatry in Madrid to which Beecher added a chapter and I became interested in this area of research because I felt that we didn’t have sufficiently powerful drugs for treating the disorders I saw. 

DH: That line of thinking has been lost, hasn’t it?

KR:  It has been lost but to some extent is being rediscovered.  Medline only goes back to 1966, and some of the findings in this area of research were published before that, in the late 1950s and early’60s.

DH: Recognition that drug therapy is influenced by the attitude of the physician towards treatment; that a patient’s interpretation of side effects can substantially change the outcome of treatment. Those are not the kind of things anyone can put into a pill and market.

KR: A physician who gives a drug but doesn’t spend time with the patient usually doesn’t get as good results with the same medication as the physician who does. Our interest was learning more about the psychological underpinning of drug response in anxiety disorders.  At the time there was also interest in trying to improve the methodology of clinical investigations because it was no longer only the safety but also the efficacy of a drug that had to be established before a drug was released for clinical use. Danny Freedman chaired a committee of the FDA, established to review all the psychiatric drugs available for safety and efficacy and I was a member of that committee. 

DH: How did you team up with Sy Fisher and E. H. Uhlenhuth?  

KR: I attended some early meetings that Jonathan Cole organized while he was head of the Psychopharmacology Service Center and Sy Fisher who was working with him at the Center was there. I think we first met at one of my visits to the Center and when we started to talk we realized that we had similar interests.  And, then, I think he introduced me to Uhli and, in fact, Uhli and I are still friends. Then, we worked together for several years. In our experience antidepressants were not really very helpful in outpatient depression, and some anti-anxiety drugs were not only helpful in anxiety disorders but also in some patients with depression. This led to another series of studies. With Covi and Lipman, we compared chlordiazepoxide, impramine and placebo in a population in which half the patients were depressed and half the patients were anxious. This was prior to 1980, so we still called the depression we treated neurotic depression. Then we compared impramine, trazodone, diazepam and placebo in anxious patients and found that after about six weeks, imipramine caught up with diazepam and by the end of the study was slightly better.  And, as you would have probably expected, it worked on the somatic aspects of anxiety. These studies clearly showed that benzodiazepines had only anxiolytic and no antidepressant properties. In contrast antidepressants, imipramine in this case, had both anti-depressant and anxiolytic properties.

DH: That’s interesting. Just let me bring you back all the way to 1957 or 1958, when you began your research. How much nervousness was there perceived to be in the community?  Did you know about those huge pools of community nervousness?

KR: Well, I don’t know whether there was really much concern about that.  Then, in the middle 1960’s, David Goldberg developed the General Health Questionnaire (GHQ,) in fact, he spent some time in Philadelphia and we worked together. It was about that time I developed research collaboration with physicians in family practice. With my sociologist we studied the use of medications in family practice and the presence of anxiety in their patients. The GHQ is not specific for anxiety or depression. But, the thinking was, if you get physicians to recognize their patients have psychiatric problems, you might be able to treat their disorders sooner. The sooner you can detect the disorder, the better you can treat it. 

DH: You mentioned one of the first drugs you studied was Miltown (meprobamate.) When it was released in 1955, the media picked it up quickly.

KR: There was Milton Berle, the comic, on TV. But the media picked up other drugs as well, for example, Prozac (fluoxetine). And depressed people seem to depend on carrying their antidepressant as anxious people depend on carrying their Valium.  

DH: You raised the issue about people becoming dependent on these drugs. When did that become an issue?

KR:  In the late 1960s there were observations there might be an increase in symptoms when you stop taking meprobamate. But it was only in the late 1970s I did the first long term study with anxiolytics in which we treated patients with diazepam, some for 8 weeks, some for 14 weeks, and some for 22 weeks. It was about that time we recognized that about 50 percent needed long-term treatment and 50 percent did not, although some did need it occasionally. 

DH: We’ve jumped to long-term treatment from discontinuation symptoms with benzodiazepines.  Could we get back to how the benzodiazepines came on the scene?  Could you take me back through Librium, how you got hold of it, how it looked to you and then move on to Valium?  

KR:  Librium must have come about 1961.

DH:  Was it prior to diazepam?

KR: It was.  I did work with it before it was released.  

DH: When you used it did you think this really is something?

KR: Not really. I thought it was like meprobamate. In fact, when I first started, I wasn’t excited about it. Might be we didn’t use it in the right patients. I’m not sure.  Then Valium was introduced and it seemed that meprobamate produced more problems, in terms of discontinuation, than the benzodiazepines; very swiftly meprobamate developed a bad name. In the mind of researchers, clinicians and patients, meprobamate was put more and more into the barbiturate type of drugs. But this had never been properly studied. These drugs were really a revolution. 

DH:  You said Librium came along first and it was not such a big change. 

KR: The revolution started with meprobamate, it was the first of the newer drugs.  Before, we only had barbiturates. Then, suddenly, it was replaced by the benzodiazepines.

DH: What was the difference between meprobamate and the barbiturates, other than being safer in overdose?

KR: There were not many studies comparing meprobamate and barbiturates and at the time we were not concerned with discontinuation symptoms. Probably the benzodiazepines worked a little bit faster than meprobamate, probably one of the major reasons people focused on the benzodiazepines.  And, then there was a dancer, a woman who developed side effects when treated with a benzodiazepine. This happened in the 1970s, before the attack on benzodiazepines in the United Kingdom.

DH: Who was that woman?

KR: I’ve forgotten her name.  It was a woman, who should have never been treated with benzodiazepines to begin with. She made the headlines.  There were hearings before Congress, but then the situation relaxed again Today, I work with family physicians and residents who refuse to prescribe benzodiazepines. They’re using hydroxyzine, an antihistamine, instead in acute anxiety.  I think that’s wrong. Americans are puritans, and maybe people in Great Britain are puritans too. But, certainly, people in France are more relaxed and prescribe benzodiazepines much more. I don’t see people dying more on French roads in car accidents because of that. There are now findings that show antidepressants don’t work right away.  It takes a while before they have an effect. And benzodiazepines don’t have to be taken continuously. In our one-year follow up study we found that about 65 percent of the patients had a return of anxiety, but many have no anxiety for months. Why should these patients be continuously on medication? But not much research has been done in this area since we completed our studies.  In these days people are not interested in studying how long one should treat patients. There’s a lack of long-term studies.  

DH: How much did the emergence of BuSpar play a part in running down the benzodiazepines?

KR: I’m not sure. We compared clorazepate with BuSpar and patients didn’t improve as fast, so the benzodiazepine was somewhat better. I have been involved in looking at many other drugs recently, particularly 5-HT1A receptor agonists. I think the problem with these drugs is their side effects. If you’re anxious, you don’t want to be dizzy; nauseated, or to have lots of headaches. 

DH: In the 1960’s we thought nervous people in the community needed an anti-anti-anxiety medication, whereas in the 1990s we think they need an antidepressant. Do you agree?

KR: I don’t know. To some extent, anxiety was viewed as a minor cousin of affective disorders.  Anxiety was not considered as serious. People thought for many years it had no impact on society. Now we know differently. We realize the tremendous impact it has. In the study I mentioned before we compared clorazepate and BuSpar. Out of the 150 patients we had 18 diagnosed as panic disorder. Of these 18 patients, almost everyone on clorazepate improved whereas none of the patients on BuSpar did.  Maybe panic disorder is just a more serious form of anxiety. My anxious patients are sweaty, have difficulties talking to people and fears of talking in front of groups.  This is part of GAD.

DH:  So, during the 1970s, panic disorder appears? 

KR: The concept was introduced probably in the early 1960s, but was not taken seriously until Upjohn decided to look for an indication for their new drug, so they introduced it as a new diagnostic concept.  

DH: Would you say it was Upjohn’s influence that helped make people aware of panic disorder?

KR: They did a good job getting the national experts involved. Panic disorder is one type of anxiety disorder you can identify. It was treated before with MAO inhibitors.  You can also treat it with imipramine. At the time we thought panic disorder is different from GAD because it responds to treatment with imipramine, but now it has been demonstrated that GAD also responds to imipramine. Today we use SSRIs for depression, panic and obsessive compulsive disorders, sociophobia, and, maybe, for GAD. 

DH: What about cognitive therapy? 

KR: In our department Aaron Beck and John Rush, who was a resident at the time, published that cognitive therapy was as good as or a little better than imipramine and amitriptyline.  But they didn’t say there were experts treating people with cognitive therapy and residents treating people with drugs. So, the drugs didn’t come out as well as they should have. When we took a random sample of patients visiting family physicians and asked who wanted counseling or who wanted medication, 80 percent wanted medication. 

DH: Could I ask you about that?  Did you see a difference between males and females? My hunch is that asking women, they’d want to talk, and asking men, they’d want the pill?  Have I got that wrong?

KR: I don’t know whether we looked at that but we are seeing more women come to us with anxiety disorders. But even if people would prefer to be treated with behavioral approaches we don’t have the necessary therapists. We are moving towards socialized medicine in the States; to break even a psychiatrist needs to see 4 patients in an hour. That’s what practicing psychiatrists now have to do, with HMO’s.

DH: But in that kind of climate, what we learned from your early work can’t be used at all.

KR: Correct, and I’m concerned about that. At the same time, I don’t think you have to treat patients for 50 minutes, 5 times a week. There should be a compromise. 

DH: You pioneered the use of family practitioners in research. We have the same kind of networks in the UK. .

KR:  Our network of family physicians differs from the GP networks in England. 

DH: Why did you start working with family physicians in the early 1960s?

KR: Because, in one of our early studies, we found low socioeconomic and city hospital patients related differently to their medication than middle class patients. When we gave them barbiturates they loved it, whereas middle class patients would complain they cannot drive and cannot work, etc. So, we thought we should study these drugs in consumers treated in family practice. My problem was that since we developed this network, it tied me down to Penn. It took a long time to develop.

DH:  You’re fairly unique in that you’ve been 40 odd years in one place.

KR: Then I became interested in the assessment of psychiatric symptoms in non-psychiatric patients and extended my activities into obstetrics and gynecology. I did research in infertility and had a grant on how to treat it. We developed a whole program to prevent adolescent pregnancy. We compared psychiatric symptoms in patients who had an abortion with those who did’ not and those who never had a baby with those who had. I published our findings in this area of research in a book a few years ago.  

DH: Let me take you through another line of the work. You served on various committees.

KR:  The first committee I served on was on drug efficacy and safety. Then, I chaired an FDA committee that dealt with daytime and nighttime sedatives. I was an advisor to the FDA for a number of years.  

DH: Can I ask you about the issue of drug dependence and especially of dependence on benzodiazepines?

KR: It is not the same kind of dependence as opiate dependence. It’s much easier to come off benzodiazepines than opiates 

DH:  There were also people who became drug dependent on neuroleptics. When they were taken off the drug they had withdrawal symptoms.

KR: If I take someone off a medication, I taper the drug gradually. Now we have to do it with the SSRI’s, as well. One of the reasons that good therapists never had this problem with meprobamate or diazepam was they took patients off gradually.

DH: You’ve raised the issue of people becoming dependent on the SSRI’s. 

KR: I’m saying when you’re taking patients off a medication they have some kind of discontinuation symptoms. I didn’t say people were dependent on these medications. 

DH: What you are saying then is that some people on benzodiazepines have discontinuation syndromes, but they’re not necessarily dependent on the drugs. And patients who’ve been on Prozac (fluoxetine) for 8 years have not become dependent on the drug.  

KR: We also talk about psychological dependence. Some patients are taking 5 or 10 milligrams of Valium for 10 years and doing well on it.  The drug is like a crutch for them.  Why should I take it away?  This may also be the case with Prozac. The patient believes it helps and taking the drug provides psychological support. I have no problems with that.  The problem is the patient who increases the dose. A few years ago I was called about a 65-year old woman on 5 mg of Valium for some time. She had several illnesses and one of her doctors, when she was hospitalized, called me and said the patient is addicted to Valium. He took her off the Valium and put her on imipramine. A few weeks later I learned she was almost operated on for what turned out to be impaction. Taking imipramine caused more serious adverse effects than 5 milligrams of Valium.

DH: I hadn’t realized things had got so extreme in the US. We were like that in the mid to late 1980s.

KR: I think it’s ridiculous.

DH: When you go to Japan, they don’t seem to have the same problems.  They describe some withdrawal problems, but they seem to be less frequent and severe. Is it genetic?  Is it cultural?  

KR: I say both. It’s probably a bit genetic. Also the doses in Japan are usually lower than we prescribe here.  

DH: They haven’t had the problems with benzodiazepines and they don’t have SSRI’s.  

KR:  Patients with major depression don’t care about side effects as much and no one has told me SSRI’s are better than imipramine or amitriptyline. But SSRIs are certainly much safer for outpatients and especially for those who have tried to kill themselves. 

DH: The world has changed since you began your research. I’m sure the issues discussed at ACNP were completely different in those years compared to now.

KR: ACNP is almost 40 years old. I’m one of the charter members. When we started, neuroscience hardly existed and 95 percent of the presentations were clinical.  We can do things now we couldn’t even imagine when ACNP started. 

DH: How has the ACNP changed? I understand it was a small group, much more informal, and had a lot more brainstorming sessions.  Now you have become the establishment; you’re not the rebels you once were.

KR: That’s right, but some of the older members of ACNP miss lack of the clinical context in current meetings. We’re becoming almost part of neuroscience. Our founders, including me, didn’t think the ACNP should be a neuroscience organization. It was supposed to apply neuroscience to clinical problems.

DH:  On that point, there’s an awful lot of neuroscience at this meeting, but how much of it feeds back into clinical practice?

KR: I don’t know.

DH: Not a huge amount, probably.

KR: I would say that attending ACNP meetings now you’ll get nothing you can apply in your practice.  This wasn’t the case twenty years ago.

DH: Twenty years ago you’re saying you’d come to these meetings and get something useful for clinical practice?

KR: You would get something you could apply when you went home. I also think we have much more representation of industry now. It’s a change.

DH: Did Beecher come to these meetings?

KR: Oh, yes. He was a member. My research was very much influenced by him. 

DH: What was he like?

KR: He was an interesting fellow. The story is he loved to go to the basement of the library at the Institute of Medicine and knew exactly where the best pornographic books were.  

DH: Really?

KR: He was a funny guy, though.  

DH: How does the future look to you? You said people are becoming interested again in some of the things you did in your research.

KR: People talk again about the placebo response, and realize some of findings in the 1960s have bearing on contemporary clinical studies. No important new drug has emerged in the anxiety area. We looked at many drugs over the years but couldn’t find any that were particularly interesting; they were just not very good.  When we have a drug with the efficacy of BuSpar, it’s hard to show.

DH: There were great hopes for BuSpar. Do you think it failed?

KR: Certainly it failed as an acute treatment.  .

DH: Is it not the same kind of delay in onset as with antidepressants?

KR: I always described buspirone as a kind of antidepressant rather than an anxiolytic. In fact, we demonstrated it has antidepressant effects. We did a study in which we compared imipramine, buspirone and placebo and found imipramine better than buspirone and buspirone better than placebo. So I think it is at least as much, or maybe even more, an antidepressant than an anxiolytic. It also has the side effect profile of antidepressants.  

DH: It’s an interesting drug from that point of view and it is also interesting that industry went down the anxiolytic route.  The SSRI’s seem to be the same kind of drugs.  

KR: There was as much proof of that for BuSpar. The big problem with buspirone in Germany was it fell completely flat on its face.

DH:  We need to draw this to a close.  Thank you very much.

KR: Thank you for asking me, David.  I enjoyed it.

( Karl Rickels was born in Wilhelmshaven, Germany in 1924





