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ALFRED PLETSCHER

Interviewed by Thomas A. Ban

Riehen bei Basel, Switzerland, January 25, 2002

TB: We are in Riehen, in the town of Basel, Switzerland. This will be an interview with Professor Alfred Pletscher( for the Archives of the American College of Neuropsychopharmacology. It is January 25, 2002.  I am Thomas Ban.  Thank you very much Professor Pletscher for seeing us in your home. I would like to start from the very beginning.  If you could tell us when and where you were born and brought up as well as something about your early interests and mentors. 

AP: Thank you very much, Professor Ban.  I’m really honored that you and Mark came to see me and ask me some questions.  I hope that I can answer them.  I was born in the far east of Switzerland. It was about three miles off the eastern frontier, close to the river Rhine on the frontier with Austria.  I also attended elementary school there. I did my studies in Zurich, Geneva and Rome. I was in Rome for one semester, before the war, from 1938 to 1939.  I decided to go there, because everybody went to Germany. We had a relatively flexible curriculum in our universities.  We could move for a semester to other universities and many of us went for a semester to Berlin, Germany, or Vienna, Austria, or Rome, Italy. I studied medicine, graduated from medical school, and got my medical degree after I defended my thesis. Then, after practicing for a while, I studied organic chemistry, and again after defending a thesis I got my PhD in organic chemistry.   

TB: When did you graduate from medicine?

AP: I got my MD in 1942 and my PhD in 1948.  

TB: So, you are a medical doctor and an organic chemist.

AP: Yes. I was always inclined towards biology and I thought I would like to do medical biological studies ought to get an education in chemistry. After completing my studies in organic chemistry I returned to medicine and practiced for four or five years before I was approached by Hoffmann-La Roche and asked whether I would be interested to become their director of biological research.

TB: When was that?

AP: That was at the end of 1954.  

TB: Could you elaborate on your early interests?

AP: I was interested in how biological processes work, and how to apply them.  Also, I was interested in human relations and I had the idea that with sick people, you could get, perhaps, closer relations.

TB:  Did you ever think of pursuing a different career?

AP: No.  I wanted to help, to alleviate suffering. And, I liked medical studies, but after I got my degree I had the impression I did not know enough, that I needed to do further studies. I thought of studying organic chemistry because most of our remedies come from biochemistry. I also believed we should not rush into surgery; if a leg is “sick” we should not cut it off.  So I became interested in how to prevent illness and the need to know biochemistry to understand biological processes.  We were very much behind the United States at that time. The United States, in biology and biochemistry, was far advanced.

TB: We are talking about the early 1950’s?

AP: Yes, after World War II. During the war, America made tremendous progress and we were lagging behind. I was rather idealistic although you could ask, why did then I join the chemical industry, which is not so idealistic. I joined because I thought I would have more possibilities to help sick people than being a general practitioner.  If I found a drug, and we found, for instance, Librium (chlordiazepoxide) and Valium (diazepam,) we could then help thousands of people; as an individual physician I could only help a few.

TB: You were frustrated about the state of art of treatment?

AP: Yes, but then I got a letter from Roche who asked me to come.  At first, I said no, and half a year later, they asked again. And Ciba also tried to get me, but I felt from my viewpoint Roche was closer to my intentions than Ciba.  It was a family owned company and the family created a very good spirit. The management of the commercial department would listen to what we in research said. And that is what I liked. Otherwise, I would not have joined them.  Today, I would not join them anymore.  

TB: I see. It was a family owned company.

AP: I knew the family very well.  I knew the owner, Paul Sacher.  He was, more or less, a friend of mine. His wife was a sculptor and he was a famous musician. He supported and created many, many things. He has created a famous Archive of Stravinsky, which is in Basel. So he was very much tied to culture, he had a cultured mind.  

TB: Did Roche differ in any other respect from other major Swiss drug companies?

AP: It started as a pharmaceutical company; whereas, all the other ones, Ciba, Sandoz, Geigy developed from the dye industry and pharmaceuticals were not necessarily their priority, whereas Roche’s priority were pharmaceuticals from the beginning. And, at Roche, research, from the very beginning, was important.  They had several drugs at the time I joined them. 

TB: Can you tell us about the drugs they had at the time?

AP: The biggest seller was a sulfa drug.  It was a six million dollar business in the United States. Later we got to one billion dollar drugs. They had COX inhibitors and tonics. We had several good drugs marketwise that also made good profits although I didn’t care about those things.

TB: Were the companies that merged into Novartis, like Sandoz, Ciba, and Geigy, still separate at the time you joined Roche?

AP: They were.  Ciba was probably the most famous one, but Roche had a good name.

TB: Didn’t Ciba have reserpine at that time?

AP: Ciba had reserpine, an adrenergic blocking agent extracted from the root of Rauwolfia Serpentina, an Indian plant used as a tranquilizing drug in folk medicine in India. Ciba had extracted the active ingredient, and introduced it in the treatment of hypertension because in animal pharmacological experiments Bein found it lowered blood pressure. Then in the clinic, it was found also to have antipsychotic effects. They used it in schizophrenia and it was called a neuroleptic. At the same time chlorpromazine came and these were the two neuroleptics available at the time.  

TB What did Sandoz have?

AP:  Hydergine. 

TB: Was Roche interested in developing CNS drugs?

AP: No. Roche had a CNS drug at the time that came out of serendipity. It was iproniazid, a monoamine oxidase inhibitor and the isopropyl derivative of isoniazid, one of the first successful remedies for tuberculosis.  It produced euphoria in some patients that clinicians referred to as an antidepressant effect. It was Nathan Kline, with whom we had contact, who thought it was an antidepressant.

TB: Was isoniazid a Roche drug? 

AP: No, isoniazid was not developed at Roche, but Roche had a patent for its use. 

TB: What about iproniazid?

AP: Herbert Fox at Roche synthesized iproniazid in 1951. They wanted to improve the therapeutic effect of isoniazid in tubeculosis.

TB: So, Roche had two effective drugs for tuberculosis.

AP: Yes.  And it was a serendipitous finding that iproniazid had antidepressant effects because everybody at the timewas looking for a better drug than isoniazid in tuberculosis. 

TB: Iproniazid was synthesized just a few years before you joined Roche? 

AP:  A couple of years before. As a student I had been a patient treated with iproniazid. That was in 1938, and before that there was no medication.  All you had to do was lie down, be quiet and eat well. Then you either died or survived.

TB: What you are saying reminds me of Thomas Mann’s Magic Mountain. There was at the time no treatment for it. 

AP: We just had to lie down, and enjoy the mountain air.

TB: So, at the time you joined Roche, they had iproniazid. 

AP: There were three drugs in those years, chlorpromazine, reserpine and iproniazid with an effect on psychiatric patients. They didn’t call them psychotropic drugs. Nothing was known about the mode of action other than that iproniazid was a monoamine oxidase inhibitor. When I started there were only three neurotransmitters known in the brain acetylcholine, serotonin and norepinephrine.  The presence of histamine in the brain was not demonstrated yet.

TB:  Norepinephrine was just discovered in those years.

AP: Yes and Von Euler got the Nobel Prize for that. Nothing, or virtually nothing, was known about the transport, storage, and release of neurotransmitters, or about monoamine receptors in those years. There were hypothetical concepts about receptors but no solid physical evidence. All that came much later. 

TB: So this was the state of affairs when you joined Roche.

AP: So when I joined Roche I wanted to go to the United States for two reasons. One, they were much more advanced in biochemistry and in order to do my job I thought I would need to adopt what they had. The second reason was that our friends and associates at Nutley, in the US, told us that exciting things were going on in Brodie’s laboratory. I decided I would be interested to go there and do some research with him; Severinghaus asked Brodie for a letter of invitation for me and I started in Brodie’s laboratory in March 1955.  Brodie’s closest collaborator, Parkhurst Shore, was a creative and intelligent young man.  By the time I arrived they had shown that both reserpine and serotonin, when injected into mice were sedating; they found that both perpetuated the hypnotic effect of hexobarbital. They also found the sedative effect of reserpine and serotonin was antagonized by LSD, lysergic acid diethylamide. Prior to their research Gaddum reported that LSD, a potent hallucinogen, blocked the effect of serotonin on smooth muscle. Brodie and Shore had also shown that reserpine increased the excretion of 5-hydroxyindole acetic acid (5-HIAA), the major metabolite of serotonin formed by oxidative deamination via monoamine oxidase. They suggested that serotonin has a function in the brain and mediates the effect of reserpine.  Not many people believed it. So, I decided I would try to find direct proof  reserpine depletes serotonin. I was very meticulous in my research. Serotonin was known to occur in three places in the body; in the intestinal tract, the blood platelets and the brain.  By far, the highest amount of serotonin occurred in the gut, especially in the rabbit gut, so we thought the easiest thing, to begin with, would be using that. There was a colorimetric method I had to adapt before I could start with my experiments. After a couple of failures, when there was no color reaction, I found that reserpine releases and depletes serotonin. After we were certain we published our findings in Science. Of course we had to show this also happens in the brain. Since the concentration of serotonin is much lower in the brain than in the gut, the colorimetric method I used was not suitable for these experiments. The problem was how to find a method with the necessary sensitivity that would make these experiments possible. Fortunately, in a laboratory close to ours at the NIH, there were two people working, Dr. Bowman and Dr. Sid Udenfriend, who had just created a new instrument, the spectrophotometer. With this instrument the small quantities of serotonin metabolites showed up by activation of the fluorescent spectrum. Use of the new instrument made it possible for us to show that reserpine depletes serotonin in the brain. We could hypothesize that the psychotropic effect of reserpine was a biological effect mediated by an endogenous neurotransmitter.

TB: Wasn’t there a correlation between reserpine induced sedation and serotonin levels in the brain? 

AP: Yes, it was a correlation between sedation and serotonin levels. It was a crucial experiment. 

TB: And, the findings were published?   

AP: They were published in 1955 in Science. 

TB: It was this discovery that opened up the field of neuropsychopharmacology.

AP: Absolutely. It was interesting to see that a psychotropic drug affected an endogenous neurotransmitter.

TB: It has profoundly affected the development of neuroscience. Just a couple of years before these findings were published people argued whether neuronal transmission was predominantly electrical or chemical.

AP: The evidence for chemical transmission grew during the 1950s and interest became focused on monoamines involved in neuronal transmission. There was also another psychotropic drug in those years, iproniazid from Roche in Nutley. Reserpine was tranquilizing and was known, in certain cases, to cause mental depression whereas iproniazid had the opposite effect on mood and behavior. So, I did an experiment on its effect on serotonin in the brain and found that iproniazid antagonized the reserpine induced decrease of serotonin.  Reserpine, alone, might have decreased serotonin but pre-tretament with iproniazid prevented both the decrease of serotonin and the concomitant behavioral changes.  

TB: You also showed that reserpine decreased whereas iproniazid increased serotonin.  

AP: When I told Professor Kline that reserpine and iproniazid have the opposite effect on mood and serotonin levels he was enthusiastic about my findings and said, ”Now I believe we have something.”

TB: When you decided to go to work with Brodie did you have in mind that you would do research with iproniazid?

AP: No, I went there to become acquainted with Amerian research in biochemistry. I was always interested in brain research, and I heard there was interesting research going on in his laboratory. While working there I became one of the main actors who found reserpine has a direct effect on serotonin in the brain.

TB: It was your task to show that reserpine depletes serotonin not only in the gut but also in the brain? 

AP: I provided direct proof that reserpine depleted serotonin in the hypothalamus. 

TB: In addition to Parkhurst Shore and Steve Brodie was there anyone else you collaborated at NIH?

AP: I was working mainly with Park Shore, and, of course, Brodie. We had a tremendous, stimulating environment. We had people around us like Sidney Udenfriend, like Julie Axelrod and I learned a lot from them.  And, when I came to the end of my stay, Arvid Carlsson arrived and I got to know him. When I returned to Roche in Basel at the end of the year as Direcor of Biological Research I had the necessary authority to make the development of psychotropic drugs central in our program. I said that we should look for new psychotropic drugs with all the knowledge we have. We assembled a group of people for that research, found and developed several compounds.

TB: Could you tell us about some of the drugs you developed at Roche?

AP: I wanted to find and develop a reserpine-like substance that would deplete serotonin in the brain. We were lucky to find the benzoquinolizines, a group of drugs that depletes serotonin and produces sedation in animals. In the clinic they had been shown to have a neuroleptic effect, but they could not compete with chlorpromazine. It led to my second paper in Science, on the release of hydroxytryptamine by benzoquinolizine derivatives with sedative actions.   

TB: And, this was in?

AP: 1957. It confirmed that certain psychotropic drugs were acting on endogenous substances like serotonin in the brain. 

TB: The recognition that some psychotropic drugs act on endogenous neurotransmitter substances was a breakthrough in itself.

AP: But it was only slowly that the medical community accepted that. 

TB: In your recollection, who were the ones who recognized it first?

AP: Nate Kline, really; he was the person who recognized it.

TB: What about Joel Elkes?

AP: Elkes was one of them, yes.

TB: So, after you returned to Basel, you were trying to develop reserpine-like neuroleptics. Were you also interested in developing iproniazid-like antidepressants?

AP: I was always interested in antidepressants. We started a whole program on monoamine oxidase inhibitors. Some of the drugs that came out of that program probably are still in use. By that time other drug companies became interested in psychotropic drugs and were anxious to see what we did.

TB: It seems that pharmacologists and the pharmaceutical industry recognized much faster the new perspective opened by psychotropic drugs. Wasn’t Fridolin Sulser asking your advice in the late 1950s where he could get experience in the new field?  I suppose you knew each other?  

AP: I knew him only when he came to my office and said, Dr. Pletscher, I want to go to America. Where should I go? And I said you would get a great experience in Brodie’s laboratory if you are interested in neuropharmacology. That is the place to go to learn about the biochemical action of new drugs.  

TB: So, it was you who suggested Fridolin go to work with Brodie. While working at Roche, weren’t you also involved in teaching at the University?

AP: I always had a connection with the University. I taught pathophysiology in the medical faculty and I was a professor there. But one day the Chairman of Roche told me we were creating a new institute for clinical research in Nutley, New Jersey and they would like me to go there and reorganize research.

TB: When was that?

AP: I think in 1957. So I went there and my wife came with me. It was not an easy time.  I had to reorganize the whole thing. Nothing was being developed at the time I arrived. When I said, let’s look at what we have, I was told there was nothing. Actually they had a substance with the code name Ro 5-0690 (chlordiazepoxide,) but management was not interested in it. 

TB: Was Ro5-0690 the code name of one of Leo Sternbach’s benzodiazepines? Wasn’t he with Roche in Nutley at the time?

AP: Sternbach was at Nutley with us. After he left Poland, he worked in Switzerland first as an assistant at the Swiss Federal Institute of Technology in Zurich; then he joined Roche in Basel. Prior to the outbreak of World War II, he moved to the United States and some years later he became Director of Medicinal Chemistry of Roche’s research facility in Nutley.  

TB: Did you know him well?

AP: Yes, he’s a friend of mine. He synthesized this chemical substance and nobody knew how it   worked biologically. It had a different structure from other drugs. So I thought we should try it. Why not?

TB: The story one usually hears is that the substance was on the shelf, found during a laboratory clean up, and submitted for pharmacological screening because of the interest of the company in developing chlorpromazine or meprobamate-like psychotropics which were a phenomenal success in those years. 

 AP: The management at Nutley was not interested in developing a psychotropic, but regardless the substance was sent for pharmacological screening. Then, one day Lowell Randall, our director of pharmacological research asked me to come to his office. He told me he had a couple of wild, untamed aggressive cats, and about twenty minutes after he gave them Ro5-0690 they became pussycats. But the main thing was the cats were not sleepy. They were tranquilized without losing coordination.

TB: Am I correct that behavioral changes with Ro5-0690 were similar to what Frank Berger saw with meprobamate?

AP: Yes, the only difference was that we saw it in cats. 

TB: I wonder whether Randall would have picked it up even without knowing about the pharmacology of meprobamate. But, undoubtedly he was familiar with it. Did you know Frank Berger?

AP: I met him just one or two times, but we did not discuss much about pharmacology. He was successful with his drug. I was responsible for the whole research program that developed Librium. Sternbach of course was the one who synthesized the drug and Randall did the pharmacology. 

TB:  If I understood you correctly, the management did not want it.    

AP: Mr. Hoche, the sales manager told me that there was no market for these drugs.

TB: But fortunately you succeeded in moving ahead with the substance. Do you remember who, were the first people on the clinical side working with the drug?

AP: No, I don’t.

TB: Was it Joe Tobin?

AP: It was not Tobin, he came later. 

TB: Librium promptly became a great commercial success. 

AP: By that time I had returned to Basel. 

TB: When did you return to Basel?

AP: That was in 1958 or so.

TB: So, all the research that led to the release of Librium, one of the first blockbuster drugs was done in 1957 and 1958. If I remember well, the first publications appeared in 1959 or 1960.

AP: Yes. It was amazing.  

TB:  It moved very fast.  And Librium was soon followed by diazepam, Valium.  

AP:  Once we had the experience with Librium, we found developing Valium much easier. 

TB: What was the purpose of developing another benzodiazepine with a similar pharmacological profile to Librium?

AP: We wanted to have a benzodiazepine that was more potent than Librium. But there are not only scientific but also commercial considerations in drug companies for developing compounds. 

TB: After your return to Basel from Nutley you were appointed Director of Research of Roche International.

AP: Yes.

TB: Could you tell us about your activities in the new position?

AP: I had to organize a more or less new department. We continued our work with the benzoquinolizines and one of the substances, tetrabenazine we thought to develop into a short acting neuroleptic. It was submitted for clinical trials and showed neuroleptic type activity but it could not compete with the neuroleptics already in clinical use.  

TB: What about benzodiazepines?

AP: We did further research with Librium, and developed several benzodiazepine derivatives,  not only for the treatment of anxiety disorders, but also for insomnia and the control of seizures in epileptics. 

TB: You also had the thioxanthene analogue, chlorprothixene. 

AP: Yes, chlorprothixene was our drug. There were two companies that developed it. In fact, we also had amitriptyline.

TB: So you were involved in developing anxiolytics, antipsychotics and antidepressants.  

AP: We also had antibacterial agents as part of our profile. It was an important line of research at Roche even if psychotropics were at the center of interest at the time.

TB:  I distracted you by asking you about chlorprothixene. 

AP: We wanted to know everything about the mechanism of action of the benzodiazepines. Some of this work was focused on their action on the inhibitory neurotransmitter, γ-aminobutyric acid. They have an agonistic action on post-synaptic GABA-ergic mechanisms. As you know specific benzodiazepine receptors, binding sites, have been characterized in several vertebrate species. 

TB: I suppose your group collaborated with outside researchers?

AP: We collaborated with Erminio Costa at NIH and with researchers in the department of pharmacology at the University of Basel. And we also collaborated with many other researchers.  

TB: You already told us the background to the development of benzoquinolizines, benzodiazepines and iproniazid, but how did you get to developing chlorprothixene? 

AP: We had a battery of tests to screen drugs for their possible psychotropic effects and our screen indicated the substance might have neuroleptic effects.

TB: Was it a behavioral pharmacology screen?

AP: Behavioral pharmacology; there was no biochemical pharmacology screen at the time 

TB: Was the drug synthesized at Roche?

AP: It was. We got to it by molecular manipulation. We had the patent.

TB: What about amitriptyline. Did you get to it also by molecular manipulation and behavioral screening? 

AP: Yes.

TB: In the development of benzodiazepines Leo Sternbach and Lovell Randall played an important role. Is Sternbach sill alive?

AP: Yes, he’s 94 years old, but he still goes to the office everyday; his wife takes him to his old office.

TB: Where is his office?

AP: In Nutley. He lives in Montclair, New Jersey.

TB: What about Randall?

AP: I lost sight of him. He moved to California. It was Randall who discovered that Ro5-0690 might be an anti-anxiety drug. You could say it was a serendipitious discovery.   

TB: Chlordiazepoxide was an immediate success in North America.

AP: Yes.

TB: What about in Europe?

AP: Also. The nurses were stealing it from the hospital pharmacies, in order to try it on their patients. One of our managers told me if the nurses steal we must have a successful drug on the market.

TB: Is there any other drug related to neuropsychiatry you were involved with we should talk about? 

AP:  Are you interested in benserazide?

TB: Yes, of course. 

AP: It is an extracerebral inhibitor of decarboxylase that enhances the effectiveness of levodopa in the treatment of Parkinson’s disease. 

TB: How did you get to it?

AP: It is a long story.

TB: Tell us.

AP: It starts with Arvid Carlsson’s discovery that dopamine is a neurotransmitter and not just a mere intermediate in the synthesis of noradrenaline and adrenaline, and Sidney Udenfriend’s recognition that DOPA is the biological precursor of dopamine. Dopamine is the decarboxylation product of DOPA.

TB: Wasn’t Udenfriend with Roche at Nutley?

AP: Yes, he was. The discovery that dopamine occurs in relatively high concentrations in the brain centers responsible for the control of extrapyramidal movements, and Carlsson’s findings that DOPA antagonized the reserpine-induced motor depression and decrease of cerebral dopamine, led to the assumption that dopamine was involved in the regulation of extrapyramidal motor activity. This is the background to Ehringer and Hornykiewicz’s findings in Vienna that the concentration of dopamine in the striatum of deceased patients with Parkinson’s disease is lower than in controls. 

TB: Weren’t some findings indicating decreased dopamine in Parkinson’s disease reported from Montreal about the same time?

AP: I think it was a little bit later that Barbeau, Sourkes and Murphy in Montreal reported that in patients with Parkinson’s disease the urinary excretion of dopamine was markedly decreased, indicating also a dopamine deficiency. 

TB: I see.

AP: Since dopamine does not cross the blood rain barrier, whereas L-DOPA does, these findings led to trying L-DOPA in patients with Parkinson‘s disease by Birkmayer in Vienna and Barbeau in Montreal. 

TB: I remember meeting Barbeau about that time. He passed away a few years later. Both papers were published in the same year.

AP: It was in 1961. Birkmayer’s paper was coauthored by Hornykiewicz and Barbeau’s by Sourkes and Murphy. In both papers symptomatic improvement was reported with levodopa in Parkinson’s disease. Our contribution to the treatment was adding benserazide to the regimen. The idea was to improve the effectiveness of treatment by protecting the amino acid from further metabolism and inactivation in extracerebral tissues.  

TB: Was benerazide introduced as a combination with levodopa?

AP: Not by Roche but by Pfizer about the same time in the 1960s.  

TB: Weren’t monoamine oxidase inhibitors also tried by Birkmayer to decrease the dose requirement of levodopa? 

AP: You mean levodopa together with a decarboxylase inhibitor and a monoamine oxidase inhibitor?

TB: Yes.

AP: At the time there was no monoamine oxidase B inhibitor available and combining levodopa with a non-selective monoamine oxidase inhibitor caused too many side effects. 

TB: When did you step down from your position at Roche?

AP: I was Director of Research Worldwide from 1967 to 1978.

TB: What did you do after you stepped down? 

AP: I was asked to create a Department of Clinical Research at the University Hospital in Basel and I did that. The department still exists and it’s doing very well. The clinical research building is in the middle of the hospital complex.

TB: So you moved from Roche to the University. 

AP: As I told you, I always taught at the University even while I was with Roche. 

TB: Could you tell us about your activities in the Department of Clinical Research at the University?

AP: I created first a group that worked in hypertension, than a group that worked in oncology and a group dedicated to brain chemistry, and also some other groups. I was Director of the Institute, but I had a research field of my own.

TB: What was that? 

AP: It was my idea of using platelets as a model for the brain, and I was studying in platelets the mechanism of monoamine uptake, storage, etc. Many people still use platelets to screen for monoamine uptake inhibiting drugs. It is especially suitable for studying serotonin uptake which is different from norepinephrine uptake. For the study of norepinephrine uptake the model is not as good. We discovered that serotonin is stored in organelles and showed that reserpine releases serotonin from these organelles. The biochemical work was mainly done with my Italian friends. TB: When did you start to work with the platelet model?

AP: I started in the early 1960’s.

TB: Any other research you would like to talk about?

AP: We did research in hypertension with ß-blockers, and research in immunology related to organ transplants.   

TB: For how long were you director of the Institute at the University?

AP: For almost 10 years. I retired from my chair in 1988 and became President of the Swiss Academy of Medical Sciences. Prior to that, while I was still with the University, I was President of the National Sciences Foundation. I was also the President from 1981 to 1987 of the Research Council and the Aministrative Council of the National Science Foundation. 

TB: Have you kept contact with Roche after you left the Company..

AP: Yes, I was a consultant for many years. I went to their CNS meetings and remained involved with their clinical research. My successor was a pupil of mine. 

TB: Roche continued the research you started with monoamine oxidase inhibitors?

AP: Although Zeller was my appointment he discovered iproniazid’s monoamine oxidase inhibiting effect before I joined th ecompany. He was working at a University in Chicago at the time when he discovered that iproniazid inhibits monoamine oxidase. He had been involved with monoamine oxidase since the late 1930s. But we did, later on, develop inhibitors of both monamine oxidase A and monoamine oxidase B enzymes at Roche. I don’t know whether we would have entered this area of research if we had not discovered that iproniazid is an antidepressant and without my findings that iproniazid and resepine had the opposite effect on mood and serotonin levels in the brain. The company ultimately developed a monoamine oxidase A inhibitor for clinical use.  Have you heard of it?

TB: I’m familiar with moclobemide. I think it was introduced in the early 1990s.  What happened with the monoamine oxidase B inhibitor line?

AP: The company was not interested in it.

TB: During the past 50 years you had numerous publications. .

AP: I published first when I was still at the University, and my last paper on the winding path of the history of antidepressants was published, last December

TB: 2001.

AP: Yes. I also reviewed the history of anti-Parkinson drugs. But these last publications are reviews and not reports on our original work.  

TB: During your distinguished career you received many honors and awards, Could you mention  a few?

AP: The first one I got was a Science prize. Then, I got the Marcel Benoist Prize.  It is the highest prize in this country given to Swiss scientists. I was elected honorary doctor and received honors from the University of Basel, Geneva, Rome, Zurich, and several other universities. 

TB: You recognized early that progress in treating disease depends on the development of drugs. 

AP: This was why I joined the industry; although, I did not necessarily agree with everything industry is doing.

TB: What is your problem with industry?

AP: It’s too commercial.  All the decisions are made by non-scientists with the involvement of lawyers, commercial people, economists, and the like. All of us are trying to make a contribution to society, and making money should not be the primary objective. Of course, you need money.  You have to earn money.That’s clear.Without money there’s no research. My primary motivation was not profit, but helping people.

TB: You are very idealistic. 

AP: But I also have to add I got a good salary at Roche, and I’m thankful for that.

TB: You contributed to helping patients with your new drugs. 

AP: It was satisfying I could make a contribution in that way. As I said before, as a practitioner I would have been able to help only a small number of patients.

TB: What would you consider your most important contributions to neuropsychopharmacology?

AP:  I would say our contribution to the treatment of Parkinson’s disease; introducing the use of platelets as a model of the brain for studying uptake, storage and other processes in the neuron, and of course our demonstration that the effect of some psychotropic drugs is mediated by endogenous neurotransmitters.    

AP:  You have also contributed by training many people. Is there anything else you would like to mention? 

AP: Oh, my family.  I have a very happy family.  My wife is from Zurich.  I think she deserves an award, because I was away from home very often. I am also proud of my children. I have a daughter who is a physiotherapist and a son who is a medical doctor. They helped me out often. I don’t know whether I helped them. I also have five grand children.  

TB: I heard from somebody that you are a sportsman. 

AP: I’m a hiker; I did a little bit of mountain climbing and skiing. I also did marathon runs; I did it several times and I’m proud of that.

TB: What are you doing these days?  

AP: There are many things I don’t do any longer, but I try to keep up with what’s happening in genetics, in molecular engineering, and in the ethical dimension. I think you have an obligation to work for yourself, but you also have an obligation to contribute to your fellowmen. That’s it. 

TB: On this note we should conclude this interview with Professor Alfred Pletscher. Thank you very much for sharing this information with us.

AP: Thank you.

( Alfred Pletscher was born in Altstaetten, Switzerland in 1917. Pletscher died in 2006.





