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MANFRED ACKENHEIL

Interviewer, Andrea Tone
San Juan, Puerto Rico, December 15, 2004

AT: My name is Dr. Andrea Tone and we’re at the 2004 Annual Meeting of the ACNP in Puerto Rico, and this morning, it is my pleasure to interview Dr. Manfred Ackenheil.(  Thank you for agreeing to the interview.

MA: Thank you, Andrea.

AT: We want to walk you through your personal history and your professional history, learn more about your upbringing, the contributions you’ve made, your reflections, looking back.  So, why don’t you start from the very beginning?  Tell us where you were born, when you were born, your upbringing.

MA: OK.  I was born in Frankfurt, Germany.  I grew up in Baden-Baden, which is on the border of France, nearby Strasbourg. Therefore, I speak relatively good French, Italian and Spanish that later on was important for my career.  I went to school in Baden-Baden and continued with my studies in Freiburg, Heidelberg, and Munich.  Originally my intention was to study architecture and not medicine or pharmacy, but my parents convinced me to study first pharmacy. My father was the CEO of a company that was part of a chain of pharmacies. But pharmacy was boring for me.

AT: Why was it boring?

MA: Selling of drugs was not for me.  So, I went to study medicine.  But because of my background in pharmacy I was very good in chemistry, much better than the average student in medicine. So, I wrote my thesis in an area of biochemistry at the Max Planck Institute of Psychiatry in Munich.  There, I met, for the first time, Norbert Matussek. This was in the 1960s.   Matussek was a very impressive man; he was a pioneer. He worked in the USA in the laboratory of Bernard Brodie, together with Arvid Carlsson, Erminio Costa and many others. It seems that at the time they were not only doing research and working in the laboratory but also discussed life, suffering, and whatever, in the evenings. It was the same in Germany in those years.

AT: Do you think that approach has been lost today?
MA: I believe it’s lost.  They had much more personal connections with each other than we have today. We met with Norbert Matussek very often on weekends. And I remember from our conversations that he was convinced that we are close to an understanding of depression and schizophrenia. Of course today everything in that area of research is much more complex than we thought in the late 60th. But still, our ideas today are similar to the ones we had at the time. For example, we studied the function of synaptic vesicles in which monoamine neurotranmitters are stored. We had the idea that they serve as a buffer that is altered in manic-depressive illness. We also worked with the stress model of psychiatric disorders that implies that some psychiatric disorders, e.g., depression are the result of excessive stress that the subject could not cope with. So, we developed the swimming survival test in rats and found that antidepressants could reverse the stress-induced changes in the animals. We didn’t publish our findings but they were given in my dissertation that dealt with the effects of antidepressants on the swimming survival test.

AT: That’s great.  What was the impact?

MA: It was to become used in the screening for antidepressants, so it had had an impact on the development of drugs for the treatment of depression.  Arvid Carlsson gave reserpine and another compound, that I don’t know exactly the name of that made rats or mice cataleptic, in a way depressed. But he noted that if he treated the animals with antidepressants before giving reserpine, instead of becoming cataleptic the animals became hyperactive. We usually used monkeys and rats in our animal experiments, and we intended to replicate Carlsson’s findings in rats. But, and this is a funny story, while we were trying to replicate his findings the animals disappeared.

AT: At least, it wasn’t the monkeys.

MA: They were under the table. Nowadays, everything must be well organized; the animals are kept in cages and so on. But this was not the case in those days.
AT: Did the rats become aggressive when they were hyperactive?

MA: Maybe they didn’t like the way they were being treated by us.

AT: That’s funny.

MA: Okay.  At the end of the 1960s I passed my examination in medicine. By then I was about 26 years old and published several papers. My intention was to go to the United States or Canada. I would have preferred to go to Canada because of the language. At the time, I spoke much better French than English.  So, I wanted to go to Canada to work with Heinz Lehmann, who was a pioneer in psychopharmacology. I was trying to go there for two years but by the time I got my grant that would allow me to go I was offered a position in Germany. It was a very good position in a department of psychiatry. So I thought it might be better for me to stay home.

AT: Why do you think you were favored for the position you got in Germany?  Why did they choose you?  

MA: I was chosen because I had already some publications and I also knew how to use assays for measuring catecholamines, such as norepinephrine and dopamine, as well as serotonin. That was unusual for a medical doctor. So, they could ask me to run a laboratory. 

AT: How prevalent was biological psychiatry in Germany at the time?

MA: It was more prevalent than in the United States, because in the United States, at the time, psychoanalysis prevailed. Of course, psychoanalysis was also very popular in Germany in those years, but it was less popular than in the United States. In the psychiatry departments of the universities in Germany there were psychiatrists, not psychoanalysts as in the United States. But to continue with my story I went to work in a small town in Germany to run a laboratory in the Department of Psychiatry there, and I didn’t like it. So, I trained somebody for the job and went back to Munich after a year. You must know that in Germany, Munich is the best city to live in. In so far as quality of life is concerned it is better than Berlin. It’s a city of culture. And, at the same time you can go to ski in the mountains in half an hour. And we have also many lakes in Munich.  I lived in Berlin before. I actually started my studies at the time when there was a student revolution there and we fought against the professors.
AT:  What did you do after your return to Munich? Were you trained in psychiatry in Munich or in Berlin?

MA: I worked in internal medicine. I’m not a psychiatrist. . You can do the same kind of research in internal medicine as in psychiatry. The neurotransmitters play just as much a role in hypertension than in mental illness. So, I spent several years in internal medicine.  I was involved in research with β-blockers.

AT: That’s very interesting.

MA: I was working in internal medicine for 12 years before moving to psychiatry. What actually happened was that Hanns Hippius moved from Berlin to Munich to become Head of the Department of Psychiatry at the University, and convinced Norbert Matussek, who was working at the time in the Max Planck Institute of Psychiatry in Munich, to join him.
AT: How did he do that?

MA: Norbert Matussek moved from the Max Planck Institute to Hippius’ Department of Psychiatry at the Ludwig Maximilian University of Munich. Hippius was an exceptionally good manager and very much interested in biological psychiatry.  So, he was able to set up a big and well-equipped laboratory. Both Hippius, whom I met first while he was professor in Berlin, and Matussek, knew that I set up before a clinical chemistry laboratory in a department of psychiatry. So, they invited me to join the department and work with Norbert Matussek.   Hippius was skeptical in inviting me first because he knew that I was one of those students who had long hair and fought against him and the other professors in Berlin. But, as time passed we became very good friends.  And, so, we established with Norbert Matussel in Hippius’ Department of Psychiatry a research unit that was to become very soon the most important research unit in psychiatry in Germany, or possibly even in Europe, because we had the best facilities for doing biochemical research.  Of course, the Max Planck Institute had also excellent facilities but in those years the director of the Institute was not interested in the kind of research we were doing. There was a very pleasant working environment in the Department of Psychiatry at the University of Munich. I had a lot of fun with Norbert Matussek; and not only doing the work in the laboratory but also otherwise.  For instance, we organized a conference in the southern part of France, and, combined it with a tennis tournament or skiing. In sports I was much better than Norbert Matussek, although he liked sports, as well.  Since Hanns Hippius came from the Northern part of Germany, he liked to go to the mountains in Bavaria. I always liked to ski, and of course, if you are coming from the South of Germany, you are a much better skier than those from the other parts of the country. I also played very good tennis. So, we organized many meetings that were combined with sports. And, we also went to the October Fest in Munich together. Norbert Matussek was a very social person. He knew many people and invited them to Munich. And, in return we were invited to many places. So, it was a very good atmosphere in the laboratory, and, at the same time, we were successful in our research. Of course, our interest in stress and depression continued, but since my primary interest was in the psychopharmacology of schizophrenia, we have done research in both areas.  Norbert Matussek was more specialized in depression than I was and we worked together. At meetings I presented mostly on schizophrenia and he presented mostly on depression, but, of course, I was involved in both. We worked on the catecholamine hypothesis of depression and I considered norepinephrine, the key neurotransmitter in depression.  When the serotonin hypothesis was proposed there were two competing hypotheses. I remember that at the first World Congress of the Societies in   Biological Psychiatry in Argentina, there was a proponent of the serotonin hypothesis of depression and we participated in the same session. So, if he said, it is serotonin, I immediately retorted, no, it is norepinephrine.
AT: The two of you couldn’t get along with your different neurotransmitters.

MA: Matussek and Ruether published the proposal in 1967 that norepinephrine and serotonin together are both involved in the pathophysiology of depression. We had the methodology to measure also serotonin, because it was the same as the methodology to measure norepinephrine. And we measured a metabolite of norepinephrine, 3-methoxy-4-hydroxyphenylglycol (MHPG), a metabolite of serotonin, 5hydroxyindoleacetic acid (5-HIAA), and a metabolite of dopamine, homovanillic acid (HVA).  We measured the metabolites of all three neurotransmitters in the same sample from the cerebrospinal fluid. This was at the time when clozapine, the first atypical antipsychotic drug was introduced. I was interested in the mechanism of action of clozapine.  I was really interested in the mechanism of action of all new antipsychotic drugs.  One of the other new antipsychotic drugs marketed in those days was sulpiride, structurally a benzamide. I treated rats with clozapine, sulpiride, haloperidol, and other antipsychotics, and after treating them with one or another of these drugs I removed their brains and measured the metabolites of the three-monoamine neurotransmitters in the different areas of the brain. And, of course, clozapine did not produce extrapyramidal motor disturbances. Sometimes, I had fights with co-workers of Paul Janssen because they insisted at the time that one needs extrapyramidal motor disturbances to get antipsychotic effects.  One of the friends of Paul Janssen was the German psychiatrist Haase, who was to become known for his hand-writing test in the detection of the neuroleptic threshold of antipsychotic drugs.  Haase, in English, is an animal that you can eat.

AT: Is it part of the poultry family?  Rabbit perhaps?

MA: Yes, it’s rabbit, of course. When I presented a paper on clozapine in conferences and Haase was present he did not miss a chance of telling me that this drug will not be effective in schizophrenia.  Later on, clozapine was given the brand name, Leponex, which means without rabbit, without Haase.

AT: Is that why it got named that way?

MA: I don’t think so. It was by chance.

AT: Are you sure?  It sounds like you had an exciting time in research. 
MA: Yes, it was an exciting time. In Germany you have to write your habilitation, before becoming a professor.  It’s just a little bit more than writing a PhD thesis. You have to write a thesis as a student, and, later on you have to write a thesis to become appointed a professor. And I had done my thesis on the mechanism of action of clozapine.  In my thesis I advanced the theory that in addition to the nigrostriatal dopamine system, clozapine also affects the mesolimbic dopamine system, and it has adrenergic effects as well. Later on it was also recognized that it modulates the serotonin system.  I presented the importance of the serotonin system in the mode of action of clozapine for the first time at a meeting in Padova, Italy that was organized by the so-called, “serotonin club”. The meeting took place long time before clozapine was introduced in the United States. 

AT: Do you remember what year you attended the meeting in Padova?

MA: It was sometime in the 1970s, probably in 1975. We also continued our research on stress and psychosis. We developed methods for producing stress by exposing patients to stressful situations and measured their physiological reactions and blood levels of norepinephrine, cortisol and so on. The stress was produced by loud noise, social situations, and frightening movies, like Hitchcock’s Psycho.

AT: Psycho?

MA: Psycho, yes.

AT: That’ll cause anyone to have stress.

MA: It was in the 1980s when someone re-invented panic disorder in psychiatry that was known before in internal medicine as cardiac neurosis.

AT: Da Costa’s syndrome?

MA: No, it was known as agoraphobia before. Panic disorder in psychiatry was introduced together with alprazolam.
AT: Alprazolam’s brand name here is Xanax.
MA: We took part of the multi-center, multi-national study that established the effectiveness of alprazolam in panic disorder. I was the principal investigator of it at our site because the person in our department who conducted the investigations did not speak English. Since I was the one who spoke English I had to go to the investigators meeting to the United States. It was my first trip to the States.  In the beginning, we could not find enough patients. It was a different situation from the United States where the investigators advertised for patients in newspapers. In Europe, we could not advertise in a journal for patients.  However, we were involved in this study.

AT: Out of curiosity, how were you able to recruit patients to your study?  How did you get them?

MA: We had to find them at outpatient clinics. The system is different in Germany from the USA.  At the university departments we have many beds for inpatients. In Munich, we have 200 beds and if a patient is feeling ill, he comes to the university hospital and is admitted. But patients with panic disorder don’t need to be admitted to hospital. So we had to find them at the outpatient clinics. And, then, the press attacked us for doing experiments that were not ethical. And we were attacked not only about the investigations in panic disorder with alprazolam, but also about our experiments with stress in which we exposed people to heat by putting them in a bath, and increased the temperature of the water to 42 oC. 

AT: Yikes! You just put them in hot water, right?

MA: Yes, we did. We had to stop those experiments. We also induced stress as I told you before by showing movies to the patients, the kind of movies people can see on television.
AT: And the press portrayed you as Sir Frankenstein.  Did they make any analogies to experiments during World War II?  This is something that Herman van Praag experienced as a researcher.  Did they do that to you?

MA: Yes, of course.  We had to stop those experiments. Then, we were looking for a method that would provide information on the activities of neurotransmitters in the brain. This is how we got involved in endocrinology, to the stimulation of growth hormone with clonidine.  Clonidine is a α-2 agonist that stimulates growth hormone release. And we found that in depressed patients the growth hormone response to clonidine is much less than in normal subjects. So, this was a methodology that allowed us to look into the brain.  It was a similar method to the stimulation of dopamine by apomorphine that was used in schizophrenia. Recently, we are conducting research in   psychoimmunology. Neurotransmitters are modulating the activity of the immune system. It was proposed that the immune system might play a role in schizophrenia. 

AT: Yes, I just heard about that at this meeting.  That’s very interesting.

MA: We started our activities in this area of research 10 or 15 years ago.
AT: Let me ask you a couple of questions.  How do you see psychiatry in Germany? Did it change since the time you became involved in psychiatry?

MA: It’s now much more a part medicine. As I told you I was trained in internal medicine and not in psychiatry. Later on I got specialized in clinical pharmacology. This is now a specialty like psychiatry and to be a clinical pharmacologist one must be trained in internal medicine. One of my current interests is cardiovascular disease that occurs simultaneously with depression. The mortality of cardiovascular disease if combined with depression is much higher than without depression. Another area of research I’m interested in these days is the relationship between pain and depression. One of the pain disorders is called fibromyalgia. It is a disease that produces widespread pain. I started my research in fibromyalgia about eight years ago in collaboration with a neurologist and we hypothesized that in fibromyalgia the serotonin system is involved. We tested the serotonin hypothesis of fibromyalgia and found serotonin levels low. We also found a close association between fibromyalgia and depression.  Most patients with fibromylagia are treated by neurologists and not by psychiatrists, but they are using antidepressants in the treatment of these patients together with psychotherapy as if they were psychiatrists. Twenty or thirty years ago there was a tendency in medicine to become more and more specialized. But, nowadays, since we have biological correlates the separation between psychiatry and neurology is no longer necessary. 
AT: Right.

MA: In some countries, Alzheimer patients are treated in the department of neurology, whereas in other countries they are treated in departments of psychiatry.

AT: That’s very interesting.  You were instrumental in introducing the teaching of psychopharmacology in the medical curriculum in Germany.  Is there anything you would like to comment relevant to teaching pharmacotherapy with psychotropic drugs?
MA: I’m a clinical pharmacologist and this is reflected in my teaching of psychopharmacology.  I’m attending many conferences in psychiatry and in these conferences I hear that the doctors are reporting usually on monothreapy with drugs whereas in reality most of the patients, at least in Europe, and I believe it’s the same in the United States, are treated on the basis of trial and error with about three different drugs simultaneously. It’s unlikely that a schizophrenic patient is treated only with an antipsychotic, or a depressed patient is treated only with an antidepressant, or a bipolar patient treated only with a mood stabilizer.  Very often, the patients are treated simultaneously with an antipsychotic, an antidepressant and a mood stabilizer. This is more the rule than the exception.  Maybe, it’s necessary to treat patients with several different medications simultaneously. But, then, we have to understand the realities of clinical pharmacology, namely that if you have 10 patients and you treat all of them with 10 mg of the same drug you may have ten different blood levels, a different level of the drug in each patient.  Many factors need to be considered when prescribing a drug. Women are usually much smaller than men, and still they are usually treated with the same doses as man.  There are pharmacokinetic differences between people and there are also genetic differences. We need to tailor pharmacological treatment to the need of individual patients. My primary interest today is tailoring medication to individual patients. 

AT: Let me ask you two more questions, and then ou can add on anything that you think I’ve forgotten or you would like to share. Where do you see psychopharmacology is heading?
MA: Since the development of proteomics or genomics we understand that the serotonin and norepinephrine systems are not independent or separate systems from each other. At the beginning of this interview I talked to you about the role of synaptic vesicles in which neurotransmitters are stored in the mode of action of psychotropic drugs. Then we learned about the role of receptors, membranes, and all kinds of other structures. Today we recognize hundreds of proteins that are different genetically. We are moving in the direction to identify genes responsible for different kinds of mental illness, but in my opinion we will not find a gene that is responsible for schizophrenia or depression. There are probably at least several hundred genes that are responsible for some neurological disorders, e.g., Huntington’s disease. It is also problematic to say we have the gene for something because each gene shows great variations.
AT: This is an important point, but how come we don’t hear it being articulated here?  There’s a lot of interest in finding the gene for one or another disease.
MA: Geneticists, of course are trying to find the gene, even if they know that each gene shows great variations. But, then there are problems also with diagnostic classifications.

AT: I’d like to hear more of your thoughts on that.

MA: Insofar as I see it, it hasn’t been an advantage in all respects, that everybody speaks the same language of DSM-III, DSM-IV or ICD-10. Clinical experience using psychotropic drugs in treatment shows that these classification systems do not really describe the disorders. The same applies to biological findings.  High cortisol levels are not specific for depression. It may occur in other disorders, as well. It actually occurs in schizophrenia as well. And it also occurs in Alzheimer’s disease. I’m very, very skeptical about the concept of co-morbidity.  We may have a disturbance in the serotonin system, which leads to different symptoms. Serotonin is modulating different behaviors; it is involved in pain, eating, aggression, sexuality and whatever.  There is   a funny book by Donatella Marazziti, an Italian psychiatrist. It is on the Biology of Love.  She suggests that falling in love is like obsessive-compulsive disorder.

AT: It got a lot of media attention.

MA: Yes, of course. But, seriously, the different diagnostic systems in psychiatry are poor.
AT: So, they don’t capture the different firewalls between disorders?  They don’t capture the complexity of the psychiatric illness.

MA: And if you are looking at families loaded with psychiatric disorders you can see very often that different members of the family have a different diagnosis. If you would have a genetic cause, one gene couldn’t be responsible for different diagnoses.
AT: And, also, the name of one or another diagnosis changes dramatically from one DSM to the next.  Before 1980 there was no panic disorder.  How could you chart the history of panic disorder if in a medical chart, there is no record of that?  It’s complicated.

MA: Yes.

AT: So, my final question is: do you have any regrets about your career in research you’ve pursued?

MA: I say, sometimes that I would not do it again, but not because I regret it.  The problem is that there are so many regulations now that it is no fun to do research any longer. We had a lot of fun in doing research before.  Nowadays you have to submit your proposal for a new research program to a committee that meets every six months ones and in addition one has to comply with all the different regulations. Administrative matters can be very frustrating. Of course there is need for some controls, but sometimes these controls make things difficult.

AT: Is there anything you would like to add?  

MA: What else would you be interested in?

AT: Just to know more about your work and you. You’ve done a great job. Thank you very much 

MA: Thank you.
( Manfred Ackenheil was born in Frankfurt, Germany in 1939. Ackenheil died in 2006.





