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OLDRICH VINAR

Interviewed by Leo E. Hollister

San Juan, Puerto Rico, December 13, 1995

LH: I am Leo Hollister and the date is the thirteenth of December, 1995, and I am interviewing Oldrich Vinar( from Czechoslovakia. Oldrich, you have had so many different jobs that I have lost track of them.   Can you tell us what your jobs are right now?

OV:  I am a clinician but, nevertheless, my main duty is to head the Joint Laboratory of the Czechoslovak Academy of Sciences and the State Institute for Drug Control. My duty has been to choose among the compounds synthesized in the Institutes of the Academy, and identify those which might be developed for clinical use. But to tell the truth, the time I spend in the laboratory is not the largest amount of my working hours because not many compounds synthesized can be considered putative drugs. I spend most of my working time in the Prague Psychiatric Hospital where I am a consultant and I see patients. And recently I started to work in my private practice for outpatients.

LH: Well, you went being a clinician to having something to do with laboratory medicine.

OV: I have even done some work with experimental animals and on isolated organs but my main activity has always been with patients.

LH: Now, you are a Medical Doctor?

OV: Yes. I am. And also a Psychiatrist.

LH: Where did you get your training?

OV: I graduated from medical school in 1949. At that time Czechoslovakia did not have many medical doctors, because during the 2nd World War the universities were closed by the Nazis. Czechoslovakia was occupied by Germany. When I had graduated at The Charles University, I got a letter from the Ministry of Health that I had to work in a Hospital for Brain Diseases which was about seventy kilometers north of Prague, in a village, Kosmonosy.  When I went there, I met the Director of the Hospital who told me there were about one thousand psychiatric patients and the only Doctor to take care of them was himself. At that time there were only forty psychiatrists left in a country with fifteen million inhabitants before the war. At that time the majority of psychiatrists in the country were Jews, and many of the others were left-wing intellectuals and communists. During the war the majority of them perished in concentration camps.  So this was the reason I was sent by the Ministry of Health to the psychiatric hospital in Kosmonosy. During my studies I wished to become a neurologist, so coming to a Hospital for Brain Diseases I thought there would be neurological patients. It was a surprise to find I had to treat psychiatric patients. My first feeling was, this is terrible. What could two doctors, including one who just graduated from medical school with no experience in psychiatry, do with one thousand patients? All we could do was move through noisy wards to select the most violent and most aggressive patients for ECT. We had to care for the somatic conditions of the patients like a practitioner in remote mountains, and I also to do also x-rays and dentistry.

LH: Dentistry!

OV:  I even had to help some patients give birth to their babies. In those years some of the female patients delivered their babies right on the wards. 

LH: You were their primary care physician!

OV: Something, like that.

LH: I suppose it was your feeling that ECT at the time was so traumatic you would have liked to have a better way to treat them?

OV:  I had that feeling. Fortunately, the conditions improved; new colleagues arrived, we were allowed to invite consultants and ECT could be done under general anesthesia.

LH:  You no longer needed to worry about fractures of the spine and all of that. What was your first contact with psychopharmacology?

OV:  For three to five years we had to treat patients with bromides and caffeine to comply with “Pavlovian medicine,” forcibly introduced in Czechoslovakia in a doctrinaire, Stalinist way. According to Soviet propaganda, “protective inhibition” by sleep was the best treatment in all branches of medicine, so we used sleep therapy. It was a different from the sleep therapy in Switzerland used by Klaesi in severe psychomotor agitation. His was like a long-term “narcosis” whereas our patients were put to sleep for sixteen to eighteen hours a day. Early, we discovered we could combine bromides and barbiturates with antihistamines and that helped to keep patients asleep. So it was not a big surprise when we learned about antihistamines being effective in the treatment of schizophrenia.  That was my first contact with the new drugs.

LH: With chlorpromazine?

OV: First with promethazine and then chlorpromazine. It came to Czechoslovakia in 1954, because some of our pharmacologists thought it was just a new kind of sedative and that there is no qualitative difference between the old sedatives and this new drug.  By citing the results of the work of French psychiatrists, some of the Swiss psychiatrists, and then the work of Americans we tried to persuade our authorities to import chlorpromazine and other phenothiazines. We had little success because of lack of money and ideological reasons. The trouble was that chlorpromazine and other neuroleptics or major tranquilizers, acted on the sub-cortex, and according to Pavlov the site of the mind was in the cortex, in the phylogenetically youngest and “progressive” part of the brain. Nowadays, it may sound ridiculous, but according to dialectical and historical materialism, the leading role of the working class is analogous to the leading role of the cortex in the brain. So a drug, acting on the sub-cortex could not have a decisive role in the treatment of mental diseases. We argued that the cause of the disease was in the phylogenetically old sub-cortex and we need to block this “bad boy” so the cortex could win. I became more active in these negotiations when I moved from Kosmonosy to Prague and began to work in the Department of Psychiatry of the Postgraduate Medical Institute. I could also begin to collaborate with pharmacologists at the Institute of Pharmacy and Biochemistry which belonged to the Czechoslovak Pharmaceutical Industry. They worked with Mirek Protiva who synthesized tens of putative psychotropic drugs.

LH:  Were they all phenothiazines?

OV: The first ones were phenothiazines. I think it worked well for our pharmacologists and clinicians that we had to study and become familiar with, so called “higher nervous activity” and “conditioned reflexes.” We were well prepared for behavioral testing of new compounds; perhaps better than in other parts of the world.  When we compared the effects of promazine and chlorpromazine we realized that addition of one atom, a chlorine element to a molecule, could enhance the action of a minor tranquilizer so much it becomes a drug with robust antipsychotic effects. So, I asked Protiva whether a second chlorine atom could be added and he synthesized dichlorpromazine. To our surprise we noted dichlorpromazine had the effect of a minor tranquilizer. We got scientific evidence for that when we performed one of our first double-blind multi-center clinical trials in Europe in which the clinical effects of dichlorpromazine and chlordiazepoxide were compared.  

LH:  The extra chlorine decreased the effects? 

OV: Yes, and it didn’t work at all in psychotic patients although it had some effect in neurotic patients.

LH: I suppose reserpine did not play much of a role in psychiatry in Czechoslovakia? 

OV: Quite the opposite, reserpine played an important role. For at least eight years it was believed its therapeutic action was comparable to phenothiazines. The chairman of the psychiatry department at Charles University Medical School believed that phenothiazines would go and reserpine would stay. He argued that reserpine is an alkaloid and pharmacologists know how to study alkaloids. He said that phenothiazines induce jaundice and allergic dermatitis whereas reserpine does not cause such adverse effects. Reserpine played a significant role in my research. In the mid-1960s we could work with LSD. It was synthesized in the Institute of Pharmacy and Biochemistry in Prague. We were not dependent on the import of LSD from Switzerland. I thought the LSD-induced state was a good model for schizophrenia and we could test new drugs using that model. If a newly synthesized compound blocked the effect of LSD it should be useful in schizophrenia. Zdenek Votava, a pharmacologist, tested putative antipsychotics using the LSD model in experimental animals and I tested phenothiazines in healthy volunteers.  Chlorpromazine worked best, it often blocked LSD effects. I thought if chlorpromazine, given prior to LSD, could prevent the effects it meant it would be effective as a prophylactic treatment in prevention of relapse. I tried reserpine in the model and was disappointed. Reserpine did not block and did not prevent LSD-induced symptoms. My healthy volunteers and some of the nurses in my department, participating in these experiments, were very unhappy. Some of them developed severe anxiety and depression that continued for three to four days.

LH: From what we know now, its ability to release serotonin, you might have predicted that result.

OV: Yes, now this is well understood.

LH: Did you get your chlorpromazine from Rhone Poulenc or did your own Institute synthesize it?

OV: At first, we got it from Rhone Poulenc but later we bought it from Hungary where they produced it commercially.

LH:  That was a revelation from ECT to chlorpromazine, wasn’t it?  

OV:  Yes, it was. I always keep in mind my early experience with psychiatric patients who suffered so much before chlorpromazine. 

LH: It has been close to forty years since you started with chlorpromazine.   Have we progressed as far as you hoped?

OV:  I think that we have progressed more than I hoped.

LH: More?

OV: Yes, more that I hoped. First, I did not expect clinical experience would induce such progress in understanding the mechanism of action of psychotropic drugs, which in turn will teach us more about the activity of the human brain and lead to progress we have seen in the basic sciences. Also I did not expect we would have drugs which could prevent relapse in a periodic disorder, like bipolar disease. And I did not expect one of the most successful ways to understand the mechanism of action of chlorpromazine would be through its side effects.

LH: For a while there was a belief you couldn’t get the therapeutic effect until you got the extrapyramidal syndrome.

OV: In Europe, we have the concept of neuroleptic threshold developed by a German professor in Dűseldorf, Haase. According to his theory, you cannot have therapeutic antipsychotic effect unless the patient does not write in larger letters.  

LH: Changes in handwriting.

OV: Yes. The patient tries to overcome extrapyramidal rigidity and writes larger letters.

LH:  What drugs came after phenothiazine in Czechoslovakia?

OV: The first drugs after chorpromazine were not neuroleptics but antidepressants, for example, amitryptyline and nortriptyline. Then, chlorinated amitryptyline was synthesized. Commercially dosulepine or dothiepine, under the trade name Prothiaden, has been most successful.

LH:  Still used widely in Britain, isn’t it?

OV: The pharmaceutical company, Boots, bought the license and thanks to their marketing it is still around in many countries. One of the directions of my research was to investigate the clinical effects of new drugs. But, hat has been more important for me, are the by-products of this endeavour, namely I was able to develop new clinical methods. I was lucky I could work with compounds synthesized by Protiva which were studied pharmacologically by Zdenek Votava.

LH: Now you mention Votava.  Is he still alive?

OV: Unfortunately he died about five years ago.

LH:  I am sorry to hear that.  He used to send the most wonderful Christmas cards with his enormous family.

OV: Oh yes!

LH: He was a fine man.  He was the head of the Pharmacological Institute?

OV:  He was not the Director of the Institute, but Head of the group working with CNS drugs.

LH:  How long did that Institute exist and when did it come into existence?

OV: This institute was founded immediately after the war. It belonged to the Czechoslovak Pharmaceutical Industry.  Votava worked part time at the university and part time in the Institute for Pharmacy and Biochemistry.  So he often did both basic science, and development of new drugs. 

LH: I understand the war and political situation had an important influence. Czechoslovakia had first the Nazis and then the Communists, with a little brief episode of freedom.  How did you weather these changes?

OV: Unfortunately its influence on my work and career was a great one.  I spent about half a year of my pre-graduate studies in Paris, at Sorbonne. In 1948 I wanted to stay in Paris and finished my studies in medicine there. Since I left Czechoslovakia for France, I did not formally end my University study in Brno where I had begun. My father was angry with me for this reason and refused to send money to Paris if I did not come back and settle the formalities. So I came back. It was in February of 1948. I left my things in the dormitory of Cité Universitaire and thought I will go back in two weeks, but in that month there was the Communist coup d’état and I couldn’t cross the border to return for about eleven years.  

LH: So, you were a prisoner in your own country for awhile?  

OV: This was the feeling I shared with the majority of Czechoslovak citizens.

LH: You mentioned you came to a meeting of the CINP in Washington in 1966, was that your first trip to the United States?

OV: Yes, I still consider it as one of the most important events in my life, and a happy one. The opportunity to leave Czechoslovakia was due to the fact, that already in 1966 some liberalization of the Communist regime could be felt. I also fulfilled one condition which facilitated the permission to go to the USA. I had a history of traveling to Congresses in the Soviet Union, Hungary, Poland and other Soviet Satellites. The authorities just counted how many times you went to the East and how many times you went to the West. So, I could manage to come to this CINP meeting in Washington. I would meet you, Nathan Kline, Heinz Lehmann, Tom Ban and other colleagues. I got several invitations to lecture in psychiatric research institutions and University Departments. I could spend about six weeks after the congress in the United States. I went to Boston on an invitation from Jonathan Cole, to Miami invited by Burton Goldstein, to Minneapolis with an invitation of Bertram Schiele.  I went also to California and spent time in Palo Alto. I learned much about the activities of people involved in psychopharmacology in the United States. Do you know what helped me to travel so much?  I couldn’t get enough dollars exchanged. As other Czechoslovak doctors, if I wished to participate in a Congress in a Western country, I had to produce an invitation with a statement that the expenses would be covered by the organizers or with an honorarium. So I had to have the invitations before going to the United States. This was another condition to get my passport stamped, allowing me to leave Czechoslovakia. The honorariums in the invitations ranged between twenty five and one hundred dollars. The problem was that after my lecture, I was asked my bank account number to deposit my honorarium. Of course, it was not allowed for a Czechoslovak citizen to have a bank account in dollars. 

LH: No, no, no!

OV: By chance, I was lucky I could buy a US airline ticket from Delta Airlines before my trip and pay for it in Czechoslovak crowns. This entitled me to fly around the United States wherever and whenever I wished for two months. So, when I left without money I went to the nearest airport and I ate on the airplane flying across the Rocky Mountains. Often I even had to sleep on the plane.  

LH: I heard of people doing this on the subway, but not on an airline!

OV:  The airlines were more generous and hospitable.  Sometimes the colleagues who invited me loaned me the money when it could be arranged the honorarium was deposited in their bank account. 

LH:  I know you have had numerous offers to come to the United States permanently, but you have stayed in Czechoslovakia.  Is that because of your family?

OV: Yes, to a certain extent. But perhaps the reason was more my naiveté, optimism and hope that the political situation in Czechoslovakia would change for the better. I believed that the democratic tradition of the Masaryk’s country would gradually overcome the Communist dictatorship. Even after the Soviet occupation of Czechoslovakia, when the WHO organized a seminar in Belgrade in 1969, I went back. Do you remember that meeting? We met at the seminar.

LH: I remember.

OV: It was about methods in clinical psychopharmacology. I was invited because I published, together with Zdenek Votava and Milan Horvath, probably the first book on Methods of Psychopharmacology.  It was published by Pergamon Press in 1961.  So, I came to the W.H.O. seminar. Some very important people participated, Michael Shephard from Maudsley, Jerry Levine, you, Max Hamilton and a representative of the World Health organization who, at that time, was a Russian colleague, Boris Lebedev. Perhaps, because he had some guilty feelings about the occupation of Czechoslovakia, he and you with Donald Klein and Jerry Levine helped me get an invitation to work at NIMH in 1969.  So, I spent about half a year in Washington DC at the Biometric Laboratory of the George Washington University, which cooperated with the Psychopharmacology Branch of the NIMH. 

LH:  What was your job in the Laboratory?

OV:  The laboratory had to develop a package of methods or techniques which would facilitate the analysis of data obtained during clinical trials. This was the same task I was working on in Prague. I developed the first version of a comparable package for Czechoslovakia in 1961. We had used it in several multicenter clinical trials organized according the model of the Veterans Administration clinical trials.

LH: Didn’t you have a psychopharmacological organization in Czechoslovakia?  They used to have a mid-winter meeting, as I recall.

OV: Yes. These were annual meetings. The first one took place in January 1959. The official organizers were the psychopharmacological section of the Czechoslovak Psychiatric Society, the Society for the Study of Higher Nervous Activity and the Czechoslovak Pharmacological Society. These societies were members of the Czechoslovak J.E.Purkyne Medical Society. Thanks to the different interests of the organizing societies, our meetings have been interdisciplinary. The meetings have taken place in Jeseník or Graefenberg, as the Germans call it, which is a spa and ski resort.  

JH: In Jesenik?

 OV: Yes. We organized the sessions in the morning beginning at eight o’clock and the afternoons were free and then we had evening meetings beginning at five o’clock until ten pm.  One of the reasons for the success of the program was the train going from Prague to Jesenik went very slowly and took about six hours. Nearly all the psychiatrists interested in psychopharmacology were on this train. Just as Jonathan Cole had to travel from one institution to the other in the United States to get in contact with colleagues cooperating in a trial, I could do that on this train, so they couldn’t escape. This helped me organize multcenter clinical trials in Czechoslovakia. I could say to a colleague, you promised to have at least 10 patients on drug A, B, or C and you have sent data on only seven. What is wrong? Can I expect the missing data? There was another fact which helped research but was unfortunate for routine practice. The supply of antipsychotic drugs, especially of those imported from the West, was unreliable. Often, doses had to be decreased or treatment stopped, because the drugs were not there. But, if you wished to do something more for your patients, you could be sure to have the drugs if you got involved in clinical research and agreed to follow the study design. The inclusion criteria were broad; usually a clinical diagnosis was sufficient. Only patients with contraindications, such as hepatitis or Parkinsonism were excluded. As president of the Psychopharmacology Society, I had influence over the decision which hospitals got drugs irrespective of whether they would be used for patients included in the trials. Nobody asked for any payment for participating in the multicenter clinical trials as an investigator. They were glad to come to Prague or another city for training in the use of the rating scales. They also had their say in designing the trial, the inclusion criteria, the appropriate rating scales and the forms to be filled out. 

LH:  You could supervise the multi-clinical trials from Prague?

OV:  I was not the only policeman. Chairmen of the University departments, senior consultants of the hospitals, and later my postgraduate students helped. Usually, they became authors of separate papers or co-authors of the final paper; its text was also discussed at the Annual Meeting in Jeseník.

LH:  In recent years you have been active in pulling together a list of drugs available in other countries but not yet in the United States, and for various reasons.  Do you think that we are missing out on anything that is very important or something we should have?

OV:  Some of those drugs might be important for some patients.  I am still surprised you get the new drugs which were synthesized in Europe after a long delay which seems not necessary. In the meantime, there are thousands of patients on those drugs in Europe and other parts of the world. I think patients in the USA could profit from those drugs. I understand I got the invitation to NIMH as somebody who knows a lot about European drugs, not only about the West European, but also the Eastern European drugs. I came in November of 1999 to NIMH with a list of drugs which I thought would be important for American psychiatric patients but which had not been available.

LH: Commercial aspects are important in the United States. Unless you can come up with a drug that would sell one hundred million dollars worth, most companies just do not have an interest.

OV:  I understand that.  If the FDA wishes to have the drug also tested in the United States, it is very expensive. For European companies there is a minor risk that if they do not get the drug registered by the FDA, it drug might lose credibility in Europe.   

LH: For instance, sulpiride, which has been around awhile, has been offered to almost every major pharmaceutical company in the United States and nobody has picked it up. That is largely because they just didn’t see enough of the market for it.

OV:  The opportunity to do clinical trials is easier when the drug is approved as an investigational one. I do not know whether it helps introduce a drug to market when industry is not interested.

LH: How did Czechoslovakia deal with clozapine?

OV: At least twenty years ago we had did some clozapine trials. I compared it in a double blind trial with chlorpromazine. The interest in clozapine subsided when it turned out the risk of agranulocytosis was high. Nevertheless, it remained attractive because of the lack of the extrapyramidal side effects. European psychiatrists did not find it worked in treatment resistant patients suffering from schizophrenia. Even the advantage of the lack of extrapyramidal adverse effects, could be questioned. No statistically significant difference in their intensity or frequency was found in my double-blind trial, compared to chlorpromazine. Other clinical investigators compared clozapine to haloperidol and the difference was found. With the revival of interest in clozapine, it might help to introduce a compound synthesized in Czechoslovakia. The name of that drug is isofloxythepine. It is a tricyclic with a five atom middle ring and has antipsychotic effects with no extrapyramidal adverse effects. About five years ago, a Japanese company bought the license to develop it further, but to my knowledge, they did not work with it but developed their own original neuroleptic.  So the development of isofloxythepine was delayed by these negotiations with Japan. Now we are trying to introduce it, but the synthesis is very complicated. It would be expensive to produce; especially if it is produced only for Czechoslovakia. Our pharmaceutical industry is already in private hands, so the financial aspects are much more important than before our “Velvet revolution”.

LH: I see. The other atypical that is catching on in this country is Risperdal (risperidone.).

OV: We, especially I, have had experience in the way risperidone has been developed. We got from Paul Janssen ritanserine, which is a specific 5HT2 antagonist. We worked for about two years with this compound and found that when combined with haloperidol in doses up to 3-4 milligrams, the combination did not induce extrapyramidal side effects and it has good therapeutic effects on negative symptoms. I have been recommending treating patients with this combination, increasing the dose of haloperidol in patients with predominantly positive symptoms and increasing the dose of ritanserine in patients with negative symptoms. I still think it could have a certain advantage in comparison to risperidone where the equilibrium of the 5HT2 antagonism and dopamine-D2 antagonism is fixed. 

LH: To mimic the dual action of the Risperdal?

OV: Yes, titrating the doses of ritanserine and haloperidol, according to the amount or intensity of negative and positive symptoms. Now, we have everything in one molecule. I wished to organize another double blind trial comparing this combination with Risperdal. Not being in charge of an inpatient department and not having found colleagues who would perform the trial, I cannot tell whether the combination is really better.

LH:  That is the first time I have heard of combining ritanserine, an HT2 antagonist, with haloperidol which is a relatively pure dopamine antagonist. I suppose your optimism things have moved along in the last forty years is justified, especially with the prospect that clozapine may over the course of time allow better re-socialization in schizophrenics than other drugs.  And, it does reduce the extrapyramidal reaction. Other than that, it has been hard to see a great deal of progress compared to what most of us hoped for forty years ago.

OV:  Maybe here I can discuss some views on finding new drugs. My major concern is we find ways to treat patients with drugs we already have, with better knowledge about the differences among them. I believe there is more than a quantitative difference among antipsychotic drugs and that we still ignore differences in the individual reactivity of patients. It is more art than scientific knowledge when choosing the “right drug” for the “right patient.”

LH: That’s tough!  

OV: I know. I learned much from you, from Sol Goldberg and other American colleagues.  I spent twenty years trying to find the answer but I do not consider it a waste of time. The experience taught me we have to concentrate not only on the diagnosis, especially when the diagnosis has not been made reliably, even if operationally defined in schizophrenia.  I thought symptoms well defined on a rating scale were more reliable. I used the data obtained during the operation of a continuous controlled trial. All patients admitted to the ward were treated under strict double-blind condition with signed informed consent. Assuming the affinity of an antipsychotic to a certain receptor is in relation to its therapeutic effects, I calculated the correlation coefficients between the effects of a range of six antipsychotics on symptoms defined as items on our rating scale FKP to the affinities of the drugs to different receptors; norepinephrine alpha-1, alpha-2, dopamine-D2, and histamine-H1, and acetylcholine receptors.  I had expected the higher the affinity to a receptor whose ligand is in relation to the pathogenesis of the symptom, the better should be the therapeutic effect against this symptom. Data from more than 700 patients treated with six antipsychotics were used. From 70 coefficients, 22 were found significant with P greater than 01. At first, I was surprised, that high affinity to the dopamine-D2 receptors correlated negatively with the therapeutic effects on incoherent thinking, disorientation, dissimulation, the neglect for appearance and in blunted affectivity. Then I realize the symptoms with high negative correlations were negative symptoms of schizophrenia. This is just one example of the use of data obtained in the course of a continuous controlled trial. One of its advantages was that we haven’t had any differences between research and other patients on one ward, as all those admitted had to be treated under double blind conditions. The other advantage of the system was that having always drug and placebo, and the drug under investigation in several colors and shapes, (provided by the Institute of Pharmacy and Bichochemistry), we could change the drugs for placebos under double blind conditions. Also the opposite was possible; the pharmacologically active compound remained the same and the color and shape of the tablet changed. 

Such a continuous controlled trial lasted for more than twelve to fourteen years. From that, I had data on about eight to nine hundred schizophrenic patients and about six to seven hundred depressed patients treated under double blind conditions. We published our data on each single drug tested under these conditions. I intended to do a general comparison among the effects of all drugs only when we had enough data.  

LH:  We couldn’t do that in this country.

OV:  It would have been very difficult to introduce such a system in a research institute in the USA, but what happened in 1978 to me could not happen in the US. My boss, the director of the Institute used all his political power, I was thrown out of the Institute and I had to work as a doorman in a hotel for a short time. And even worse, all our data were lost. The data was left in the Institute, and were pulped.  

LH: What a pity, what a pity!  Well, considering the political situation in Czechoslovakia you have done pretty well. I remember a doctor got on the wrong side of the authorities and was sent up into the mountains to a tuberculosis sanitarium.

OV: Yes.

LH: Wasn’t it one of the pharmacologists, who had to treat tuberculosis patients?

OV:  It was Professor Zdenek Votava, a leading Czechoslovak pharmacologist, a good friend who cooperated with me frequently. Fortunately, the sanatorium in the High Tatra Mountains was built for patients with tuberculosis in the twenties but they were mostly patients with asthma in the eighties, so Votava could’nt catch tuberculosis. 

LH: You were working under some handicaps although, your universal double blind study; I would have loved to have that going!

OV: Maybe I can find a possibility to revive it in some way.

LH: What are your plans?   

OV: I would like to use data from the literature, to calculate the correlation between effects of drugs on the neurotransmitter systems and their effect on symptoms defined by rating scales.  What I have done, just for six neuroleptic drugs, I would like to do with more and different drugs. The FDA has such data and our Institute for Drug Control has data which are part of the registration documentation. Having this data, I would like to correlate the ranges of drugs according to the magnitude in decrease of the scores in individual symptoms with their ranges arranged according to their affinities to the receptors of different neurotransmitters. This approach, based on the effects on symptoms, would enable me to avoid nosological diagnoses. I do not believe we will find the best drug for schizophrenia. I believe a best drug exists for the treatment of patients with a certain pattern of symptoms and another drug will be best for different pattern of symptoms. This could help also in understanding the role of different neurotransmitters in the pathogenesis of the symptoms. 

LH: What you are talking about, essentially, would be a new kind of nosology where you would find the constellation of neurotransmitter’s involved in the pathogenesis of the disorder in each patient and treat that, rather than what name the illness is called.

OV: That is my hope and my dream. In about twenty years we will not have nosological entities like depression or schizophrenia. Instead, we would have a dopaminergic, serotoninergic or GABAergic disorder. I know it will be much more complicated. Neverless, I do not think we are cleverer than Kraepelin or Bleuler were when trying to elaborate the nosology of mental disorders. We should use what these psychiatrists did not have; the knowledge about the therapeutic effects of drugs. We can go back from knowledge about their mechanism of action to hypotheses about the pathogenesis of the symptoms, and hopefully from patterns of symptoms to nosological entities. 

LH: There is no question the DSM and the ICD classifications have clarified our concepts, but they are still old concepts that don’t break new ground.  What you are talking about would be a total departure.

OV: Such a new classification could be better than the old ones. There have always been discussions about what is schizophrenia. Now, we have a consensus about operational definitions. It means progress but we have to go a step farther.

LH:  That will keep you busy for awhile!

OV:  I am not sure I can get the data from the FDA or our Institute. 

LH: Any other thoughts about your career?

OV: I never have thought about my career; I was too involved in the questions I wished to find an answer for.

LH: Has it been satisfying?

OV: I think so. I am just curious; so curious it has become my handicap. I am happy to present a paper or a poster in a Congress. And I stop there. I read something new in Science, Nature or in Neuopsychopharmacology and, seeing new ideas, I begin to use the new knowledge in my clinical work. I was not lucky with politics and perhaps this has been good luck; I have not lost time on administrative work as director or chairman of a large department. Instead, I was able to organize work in cooperation with many colleagues in my country. Unfortunately, Czechoslovakia doesn’t exist anymore. We have the Czech Republic and the Slovak one so I am afraid that to plan common projects will be more difficult.  For example, we changed the name of Czechoslovak Psychopharmacological Society to the Czech and Slovak Psychopharmacological Society. 

LH: You didn’t split!

OV: No, we didn’t split.

LH:  That would be sort of ridiculous to take a small country like that and split it.

OV:  It was not a good political decision to split.

LH:  I wish you luck with your new classification of illnesses, because that is the way to go and we need that kind of approach.  Let me think back, Prague hosted the CINP in 1972?

OV: 1970.

LH: Are you going to do it again soon?

OV:  We had a regional CINP meeting last year in Prague.  I am not sure whether a very large congress serves the purpose it should. It’s become more of a social event.  

LH: Yeah.

OV: The very big congresses could be good experiences for young colleagues to get acquainted with the great stars. For me the ACNP has been the best meeting bringing new scientific findings which can be discussed while keeping social events at the margin. Even our Czech and Slovak Annual Meetings in Jesenik are becoming a too big. So, I am thinking of organizing a meeting for two to three hundred participants just to discuss how to distinguish between responders and non-responders in order to analyze trials according to this distinction. I am not sure whether we will find a sponsor for the meeting.  It seems that the pharmaceutical industry is not much interested.

LH: No!

OV: We only wish to discuss the outcome criteria, who is and who is not a responder. This is what I plan to do in the next half year.

LH: You tackle seemingly simple problems that are complex, the more you go into them.

OV:  I know I do.  

LH: But, it is necessary to tackle them.  It has been nice talking to you and I am so happy that you can travel freely now and come to these meetings.  Will I see you in Melbourne?

OV:  I am not sure!  But, I would like to come again to the meeting of the American College.

LH:  You have an honorary membership don’t you?

OV:  I am a foreign corresponding member.

LH: Well, OK.

OV: Thank you. 

( Oldrich Vinar was born in Brno, Czechoslovakia in 1925.





