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FRANK J. AYD, Jr.

Interviewed by David Healy

Las Croabas, Puerto Rico, December 13, 1998

DH: It is December 13, 1998. We are in Puerto Rico and on behalf of ACNP I will be interviewing Frank Ayd. I’m David Healy. Before chlorpromazine came out you should have had reserpine for a short period.  Did you get into chlorpromazine because of your SKF contacts?

FA: I got into chlorpromazine first, and CIBA approached me shortly after that about reserpine.  Nate Kline probably was responsible. We had worked together on some projects for the VA and knew each other. Now, it was a very difficult drug with a lot of undesirable side effects apart from the hypotension, which were real; the nausea, the vomiting, the drooling and so forth.  And it caused extrapyramidal symptoms at a more frequent rate than chlorpromazine did. 

DH: Akathisia more frequently too.

FA: Oh yes. Unfortunately it had some merit but not enough.  And chlorpromazine was so dramatic and universally effective. Fortunately not many people got into escalating doses because hypotension would stop that.

DH: Escalating doses of chlorpromazine?

FA: Yes. Or the marked sedation you got.  So it required a great deal of nursing care.  These people were unable to walk and were so drowsy.  So it kept the dosage down.  Nevertheless there were some people, Kinross Wright particularly, who went up to 8 grams.

DA: What did you make of him going up to 8 grams like that?

FA: To me that proved that the only people who can handle such high dosages are schizophrenic.  I could make a diagnosis without seeing the patient so to speak.  Even though a person has been sick for 30 years they can still be hostile, aggressive, have explosive behavior and be a danger to themselves and others. It is a real challenge. If a person has not responded but has tolerated the drug then you’re justified in going up because we do have, that we didn’t know then, rapid metabolizers who burn up everything while others are slow metabolizers who, even on a low dose, get all kinds of reactions.

DH: So from your point of view you never really got into reserpine the way other people did?  Quite a few other people had it a year or so before they had chlorpromazine. 

FA: I don’t know exactly how long some of them had it.  But it never really took off.  Chlorpromazine grabbed everybody and everything and that was it, so CIBA kept reserpine for its cardiovascular uses and that was it.

DH: Who had levomepromazine?

FA: I can’t remember the name of the company.  Frankly, the molecule manipulators went to work and by the time of the first CINP meeting in Rome in 1958 I gave a paper on 25 phenothiazine derivatives.

DH: 25!

FA: 25, yes. Some you only tried on a few patients and it was quite clear they weren’t going to work. The interesting thing is that one of them turned out to be excellent as an antipruritic.  We ended up knowing that some phenothiazines were predominantly antiemetic, others antipruritic and still others would be antipsychotic.  

DH: How did you find out it was antipruritic?

FA: You won’t believe this story.  Desperation!  I had given it to a number of patients and it was safe. And I had three children with chicken pox driving myself and my wife nuts. Those poor kids were scratching and scratching.  So I gave each one of them a 10 mg dose and it worked very nicely. Shortly thereafter I had a patient with bipolar disorder who also had psoriasis; the itching was driving her nuts so I gave her some and it helped.  For Compazine (prochlorperazine), it was evident, right off the bat that this was not going to be a very good antipsychotic and I remember vividly a heated meeting with Smith, Kline and French.  Nate Kline, Fritz Freyhan and I were there and the whole discussion was what value prochlorperazine going to have in psychiatry.   At any rate, it never really did.  One of the things that hurt it, were the extrapyramidal symptoms.  This was the first non aliphatic phenothiazine which, due to its chemical composition, caused more EPS. It even caused tardive dyskinesia in patients without psychosis who took it for prolonged periods for gastrointestinal problems. But in addition to that the drug got into trouble because they put it out in a suppository form; it was just before we learnt that absorption from the rectum of phenothiazines is very rapid.  A large number of children and adults who were given it in suppository form because they were vomiting and could not hold it down, had severe dystonic reactions. In the meantime, Squibb had another phenothiazine that looked like it was going to do very well but unfortunately it caused a fatal agranulocytosis.  That was just before they were going to take the data down to the FDA and they decided to hold off. I agreed 100 per cent because it did not represent an advantage over chlorpromazine. It was another aliphatic phenothiazine that went by the wayside.  Schering contacted me also. It was shortly after we started working with prochlorperazine, and I did the first study on perphenazine for them.  I got Nate Kline, Bert Schiele and some other fellows interested and we presented the first papers on it at a meeting in New York. This drug had a definite advantage over chlorpromazine because it had minimal anticholinergic and cardiovascular effects; it did not have problems with hypotension, did not cause sedation and was equally effective from an antipsychotic standpoint.   We did a lot of work with it at Taylor Manor Hospital in patients with all kinds of problems.  Taylor Manor was general hospital psychiatry – it has a geriatric, drug and alcohol abuse, and a children’s section – so we could try it out in these different areas.  At the same time we were also looking at trifluoperazine. For the next important thing that happened we have to give credit Charlie Revlon. He was interested in getting into the pharmaceutical business and was buying up Schering stock. The company became aware of this and got concerned that maybe this guy would take them over. So they had to dilute their holdings and spread out. There was a small company called White Laboratories in New Jersey not far from Schering, which made vitamins.  Schering had fluphenazine, and White Laboratories were getting their vitamins from Squibb.  The Squibb people had been trying to make a long acting antipsychotic and had developed the technique of depot injections. The end result was that Squibb got the rights to make fluphenazine in depot neuroleptic form. White Laboratories were permitted to market it in so called pediatric doses, half mg, quarter mg, 1mg, up to 5mg.  Schering went from 5mg on and promoted it as an antipsychotic drug.  That became a very big product for them, no question about it.  So sometimes it isn’t just science which produces something but a series of coincidences make it possible.  It also shows that businessmen can recognize potential advantages in certain areas and can exploit them.

DH: If someone like Charles Revlon could conceivably have taken over a pharmaceutical business like Schering Plough at the time, is this because pharmaceutical companies during the 1950’s were fairly small?

FA: Well, Schering was one of the smallest. It was a German company taken over during the war by the US government. The man who became president of the company was a graduate of Georgetown University, a lawyer, and he was administrator for the government during the war.  When the war was over they decided they would not return it to Germany; it became the Schering Corporation USA and he became president of the company. He was a very brilliant guy and a very astute businessman. But the Company it was small and it had no great product.  As a matter of fact Smith, Kline & French also was basically a small company except for amphetamines and vitamin preparations.

DH: The thing, people fail to appreciate about the scene during the fifties and even through the sixties is that we assume that these companies have always been big.  But they weren’t; investigators were dealing with organizations where you knew all the people.

FA: Yes; for example, when you worked with Merck in those days it was a small company in Pennsylvania.  You called up the Medical Director and it would be the same guy you had talked to for the last 10 years.  There was not a big turnover of personnel and there were not these mergers.

DH: And they could learn to trust your judgment in a way that now you can’t because the people in charge change every year or two so they don’t know who you are and you don’t know who they are.

FA: You’re absolutely right.  It’s a disadvantage for them because they don’t know who to go to for sound research. 

DH: It’s also learning.  You learn to trust their judgment of people and turn to them, look we’ve got this new problem, what do you make of it?

FA: The other thing that was good about it is that you got to know your pharma colleagues very early on.  Len Cook and I were friends within a year after chlorpromazine; I got to know him as a man and learned he was a man of integrity and brilliance. So I felt fairly comfortable with the animal data I got from him.

DH: Right.

FA: That was true for a number of companies.  Bud Vane and Claude Strickman had been with Merck for a long time. They both were very good and I got to know them well and mee alos their people.  Today the turnover is just so rapid that it has ecome a different ball game.   Also, of course, regulations have changed.  What a company has to produce to help satisfy the FDA’s requirements has made it literally impossible for people like me to be researchers any more.

DH: Because?

FA: Let’s say you’ve got a new drug that you want to have thoroughly worked up, you need electrocardiograms, electroencephalograms, ophthalmological studies and all kinds of biochemical tests.  You have to ask patients who are outpatients if they are willing to spend time for which they are not going to get paid.  They will be paid in the sense of getting all tests free and medication free and but they may get a placebo free. And that’s why things changed.  Well, look at the program for this meeting. There are, I guess, a hundred papers of randomized double blind studies with hundreds of patients and they are all multisite. That’s the only way you can do it, and it’s no longer multisite just in the United States.  We join up with the Canadians; we join up with the British.   I mean there are papers at this meeting were you have action in several different countries around the globe. Now I think something is lost in this process.  What is lost is that the men, who are good men, don’t have the opportunity to experience and develop astute clinical observations so that when they see something they recognize it right off the bat.  Why can’t they do that?   One, they don’t have enough time; there are all kinds of committee meetings and so on.  It’s not like when I was in it. I was in it when I think it was the best time to be in research.  There were patients who were desperate; I mean you didn’t have much trouble getting people to agree to participate.  We did a certain number of electrocardiograms, EEGs and all these other things but gosh nothing had helped these people before so they were quite willing to participate.  It’s more difficult now, much more difficult.

DH: In Europe chlorpromazine was introduced first for acute psychosis.  It took them a while to realize it could be used for chronic psychosis as well.

FA: That’s correct.

DH: Did it take a bit of time here or had the coin dropped by that stage here and as a consequence you went straight for the chronic psychoses.

FA: Most investigators did. Unfortunately, that was not always the best thing to do because they were the least responsive patients.   They were the patients with acute, early onset psychoses whether schizophrenia, bipolar or affective disorder, the ones who responded.   Basically I was in private practice.  I had a staff of 10 people working for me and a large number of patients; I would see only acute patients.  Chronic patients first of all didn’t have the money for the treatments.  A certain percentage of patients we saw were pro bono cases but you can’t run an operation without the income. So I saw acute psychoses with all kinds of etiologies, some clearly in retrospect more organic than functional.  But it didn’t matter, these drugs worked when you had acute psychotic behavior whether organic or non organic. Today, a lot of those studies we did are not being done on acute patients; they are done primarily on chronic patients.  They are done in so called acute episodes, a relapse kind of situation or a recurrence but that’s not the same thing as acute psychosis. 

DH: When did the idea come through that chlorpromazine was antipsychotic; it was introduced first as being useful for a wide range of conditions.  It could be used in low doses for mood disorders, when people were anxious, and in higher doses for psychosis.  When did the idea that chlorpromazine was an antipsychotic began to crystallize?

FA: It took several years and the reason for that was that what we saw first was alteration in behavior not thinking. 

DH: They could still hear the voices but the behavior changed?

FA: That’s right.  It took time to realize that certain things were happening.  The voices were there but not as intense ad over time they were disappearing, delusions were slowly melting away. This was in the chronic patients.   In the acute patients you would have remissions induced by the medication, but you learned that you could not stop the medicine in the majority of them. For some you could, but for the majority you had to keep the medicine up, which indicated that if they had not continued the medicine they would have become chronic but when you kept it up they were responsive.

DH: Can I ask if you can pinpoint a period of time or a meeting or a group of speakers who began to raise the issue of the drugs inducing negative syndromes; it seems this could have only happened after the dopamine hypothesis was born.   

FA: You had the problem that all patients develop a certain tolerance to the sedative effects.  They weren’t zombies any more but they were still sedated; you didn’t know whether what you were looking at was apathy related to the illness, which could be the anergia that we call a negative syndrome today, or whether this was drug induced. Now, patients helped us. Some just stopped medicines and the psychosis came back in all its glory. What we learned from these patients is that you could get fairly rapid control of the acute symptoms but that’s all you got.  You had to keep plugging away.   It was the same experience people had working in the early days with levodopa or with tuberculosis patient and anti-tubercular drugs.  It took a while before you made a substantive difference.  The other thing that became evident early on too was that for some patients augmentation was necessary and that was evident by the time meprobamate came around.  Meprobamate made it possible to treat some patients with antipsychotics because they could be sedated and you didn’t need to give as high a dose of the antipsychotic. Meprobamate could help. It made it possible to reduce the dose of antipsychotic. It might have also produced some anti-extrapyramidal syndrome (EPS) effect.  Of course we could do same twith phenobarbitone that we di with meprbamate. But the anti-Parkinsonian effect yo got wasn’t as dramatic or as consistent as you got with the anti-Parkinsonian drugs but even of those only worked very well. The two that impressed me most were biperiden, which was second as far as I was concerned, and benzotropine was number one.  Trihexyphenidyl and other anti-Parkinsonian drugs were too anticholinergic. If you used those with chlorpromazine you’d get severe constipation or urinary retention. Historically we went from the aliphatics, which were predominately sedative, anticholingeric, antimuscarinic and hypotensive drugs to the fluphenazine type medication where you didn’t have much sedation or anticholinergic activity and you could combine the benzotropine and biperiden  with the antipsychotic drug with excellent results and very little in the way of undesirable adverse effects.

DH: You mentioned meprobamate. For the modern trainee in psychiatry, from a historical viewpoint, this was a hugely interesting drug which we don’t have now.  We almost don’t have anxiolytics any more.  We have the antipsychotics and antidepressants but was there ever anything else?  Can you take me through the meprobamate story?

FA: Well, the meprobamate story is an extremely interesting one.  Meprobamate came at the right time in that it was quite clear that reserpine was going to be a problem drug and was not going to be suitable for treating non-psychotic patients. Using chlorpromazine in non-psychotic patients, you risked extrapyramidal effects, jaundice, agranulocytosis and dermatological problems. People wondered why take that risk in patient who were not insane.  If you were insane, those risks were worth taking. But there were a lot of anxious patients around, lots of them.   Meprobamate came along and it worked.  It was, at that time, the best anxiety drug we had and, initially, it appeared to have none of the disadvantages of the barbiturates. Later we learned it could become a drug of addiction with issues of abuse and terrible withdrawal symptoms, so it was very hard to wean some patients.  That’s true of the benzodiazepines today but that’s getting ahead of the story.  My perception was that the company that had meprobamate was accustomed to marketing to the public and whether they did this purposely I don’t know, but there was a shortage immediately of meprobamate. Time Magazine carried pictures of pharmacies with signs in the windows, “Meprobamate due to more people wanting to get it.”  Milton Berle called himself Miltown Berle for a while and there were magicians pulling Miltown bottles out of hats instead of rabbits.  All of that stuff created an intense interest in this drug, and a lot of animosity. Some of it was generated by the pharmaceutical people because this was a drug that was taking some of their business away.   How much of that was true?  I don’t know but I have no doubt it was there. Meprobamate did so well that Wyeth marketed its own brand of it as Equanil and did a very good job.  There’s no doubt in my mind that at that time it was an advantageous drug to have.  If it did nothing else it made you think what does this drug do different from what chlorpromazine or reserpine is doing. By this time we were already looking at other phenothiazine derivatives.   It also showed that there are people who are not psychotic but very miserable and are willing to pay good money to get relief. They knew they were never going to end up in institutions, although they often feared that, but they also knew that their condition t was impacting on their marriage and social lives as well as their ability to work.   A lot of these people we now have categorized as social phobias.   In those days we didn’t have social phobias, we didn’t have obsessive compulsives disorder as we now talk about this illness, we didn’t have all these subdivisions of disorders. .The disorders were there, but they weren’t diagnosed as such. There was a need and a market for meprobamte and drugs like meprobamate because, God knows, there was enough overwhelming evidence that the barbiturates were not drugs that you could give out in a cavalier way for a minor condition.  People could become habituated to barbiturates in such a short period of time and that is terrible. So you had meprobamate with a very small company in New Jersey first, then Wyeth entred the picture and with its international connections meprobamate became available world wide very quickly.  It made clinicians and researchers begin to ask questions about mode of action, the difference physiologically between the non-psychotic anxious patients versus the anxious psychotic patients. Although meprobamate could help in the psychotic patient, it was not on the psychosis but as an innocuous sedative.   That was the difference. The success of meprobamate certainly sparked interest in the search which led to the benzodiazepines. So along comes Librium (chlordiazepoxide), a very interesting drug.  I did a lot of the early work and wrote a paper on it which recently Jonathan Cole quoted extensively; he thought it was one of the best descriptions of a drug he had ever read.  This was a drug that had a very definite differential between what was a therapeutic dose and one which quickly became toxic.  If you got over 50mg - and certainly 75mg in my experience was a dividing point - people became toxic without the benefits.  So they very wisely kept the dose down.  But it didn’t take long to know that Librium was not going to be another meprobamate and the search was on to look at other analogues of the benzodiazepine series. So next came Valium (diazepam) and that, as you know, became another meprobamate. I mean the demand for Valium was just unbelievable by this time the press had become interested in it. 

There were also Congressional hearings those years and I testified for the appropriation that became the foundation of the psychopharmacology unit of the NIH.  You also had influential people like Mike Gorman calling attention to all these new drugs and encouraging the formation of patient advocacy organizations that began to put pressure on Congress and the FDA to come up with more of these compounds.  

So, meprobamate did very well until Valium came along.  By then enough time had elapsed to see meprobamate’s adverse effects and Valium didn’t seem to have them initially. So meprobamate went down and Valium went up.   Since then no benzodiazepine after Valium has done as well because, in a sense, they have been “me-too” drugs.  They might be a little different in terms of molecular structure but in the clinic they are not as good.  Valium is better than Librium and if Librium had been all they came up with the benzodiazepines would have died.   As you know, a lot of efforts have been made to find a replacement for the benzodiazepines but thus far with not too much success.   So, we still need them, I mean there’s no question about it, we need this category of drugs.  And the minute one is developed the benzodiazepine era will come to an end.  

It takes time to get past the glow of the initial benefits and begin to look realistically at what a drug is really doing.   I was fortunate.   It caused me a lot of anguish to have two patients within a very short period develop jaundice on chlorpromazine. Subsequently I had a patient develop a fatal agranulocytosis. Then I had the poor girl with an acute dystonic reaction that frightened the hell out of the family.  I didn’t think they’d ever bring her back to me, but they did.  Then the glow begins to wear off and you begin to look at them realistically and ask yourself why these drugs alter behavior and what else they do?   

One od the advantages of theol old days was that you saw a patient over a period of time.   I’m still seeing some patients that I first saw in the late 1950’s and early 60’s.

DH: You do have a perspective that very few people have Frank.

FA: That’s right.  I’ve been one for follow-ups.    That’s why I could write a paper on the EPS, which took a lot of effort.  Just tracking all these people down was difficult. There was the usual problem that they move without forwarding address and so forth.   

ECT is still the treatment choice for some patients despite all the drugs we have.   Just six weeks ago I got a phone call from a young psychiatrist in Miami who said, “I’m calling you because I’ve got a patient who is depressed and I’ve tried everything under the sun and nothing has worked. Her daughter is saying she should get electric shock and whne I aksed her why she said, she had it before and it worked so well”. As soon as he told me the woman’s name I remembered her because she was a recurrent depressive who never responded to Elavil or Tofanil in the early days so every time I had to go back to ECT. About ten days ago he called to again to say he gave her a course of ECT and she was out of the hospital and home. He told me I gave her a Merry Christmas!  Without making an accurate diagnosis you’re probing in the dark.  Treatment history and family history are also very important.  Blood relatives of some of the patients I had in my study on EPS developed Parkinson’s disease.

DH: Frank, you’ve played a big role I bringing in the antidepressants, Can you tell me that story?  Can you take me through your experiences? 

FA: Let me tell you first about ECT. I did a lot of ECT in the early days because it was, and is still, the fastest, and when properly administered, the safest treatment. ECT with the technique we use today is now extremely safe even for very old people.  But that was true even in the early days. It wasn’t long after I started ECT that I became friendly with Abe Bennett tha he told me what he was doing with succinylcholine so I got into that.  I also tried to find an anesthetic to use. I had connections with Squibb and I got Brevital (methohexital) from them.   Now, is ECT a good treatment for schizophrenia?  Broadly speasking, the answer is no. For certain types of schizophrenia, yes, it is. .  In depression ECT there is an unknown number of patients who are going to need maintenance ECT.   That does have a disadvantage in that you can cause cognitive problems with repeated ECT.  It depends, of course, on what kind of current you are using, how frequently and how close together the treatments are.  It’s a marvelously effective treatment.   But it’s not for everybody.

DH: No.

FA: Some psychiatrists treat young people with ECT but I would not do that myself. Adolescents, yes, because some with severe affective disorders become suicidal and it is the best anti-suicidal treatment because of its rapid action.  Now, it’s a shame that the medical and even the psychiatric profession never came to appreciate the real value of ECT. The end result was you had laws passed banning ECT. Texas still has very stringent laws and California still has some.  Years ago, medical schools were not doing ECT. It was done primarily in private psychiatric hospitals..  ECT did not fit in with the views of the psychoanalysts who controlled practice.  I’m not saying that in a derogatory way. It was their orientation in thiose years and psychoanalysts had no real experience with ECT.   When I demonstrated its effect on public television I was called a faker!  But all that’s changed.   Now medical schools are starting to do ECT.

DH: Who would you give the credit to for turning things around?   Max Fink has played a role in that.

FA: There’s no doubt about that. Luther Kalinowsky, Abrams in Chicago and Max Fink have probably been the most influential people on convulsive therapy in the United States.  There are new treatments now like transcranial magnetic stimulation (TMS); I just wrote a paper on that with Phil Janicak. So, I’m still active.  I don’t do it myself but you don’t need an anesthetic with TMS and that’s a real advantage.  The patient is fully conscious throughout the treatment so you’re not having convulsions, dislocations, fractures, confusion or cognitive adverse effects. The patient can get up when the treatment’s over and go out and drive a car with no danger whatsoever.   Now it’s never been directly compared with ECT but it should be. It should be done soon because it could very well offer treatment for patients who can’t tolerate drugs, have a physical contraindication, or are unresponsive to drugs. Max Fink is not convinced that TMS is going to have any real impact on ECT use, but I think it may. People can criticize what I did in the early days, the methodology was not what it should have been, and there were no placebo controlled trials. .

DH: Well, TMS is the wave of the future.   Let me take you back to the pills and your actual involvement with the antidepressants.   I guess iproniazid was first.   How did you get involved with that?

FA: I was chief of psychiatry at a general hospital in Baltimore which came under the department of medicine, and the chief of medicine was a tuberculosis specialist. One day he asked me, “Have you ever tried isoniazid?” I asked why and he replied because it does something to tuberculosis patients besides benefit their tuberculosis. Really, I said, what does it do?  Oh, he said, it makes them a little more energetic; they’re certainly not as despondent.  He didn’t use the word depressed, he said despondent.  At that time all we had really was imipramine; we were in the early stages of amitriptyline development. .So I said well, this is a well known drug, it’s been around for a while, and we know its hazards. So, I asked some depressed people if they would be willing to take it.  There was no doubt it worked, it had some antidepressant effects, however at a price.   It didn’t take long to realize that the MAOIs, particularly Marsilid (iproniazid), could cause a number of undesirable side effects that   made some people reluctant to use it.  But fortunately, it was actually the luck of the draw, in those early days I never had anybody who got jaundice. That’s what really killed the MAOIs in this country.  And I never had anybody who had a severe adverse reaction with them. We might had some but we didn’t realize it. I would ask people religiously every time I saw them if they had taken anything since the last visit besides the medication, and did they have any problems? But it wasn’t until I used Nardil (phenelzine) that I began to have problems with dietary things. I also got Marplan (isocarboxazid) from Roche; it didn’t cause the same number of problems as phenelzine but more than I saw with iproniazid.  There are people who respond only to one tricyclic antidepressant and not to the others, and there are some who respond only to MAOIs. So there’s a major genetic factor, I think, that accounts for this individual capacity to respond to or be resistant to a particular medication. But we didn’t have too many alternatives.  

When you have these people profoundly depressed people who didn’t respond to medication the only thing you we had was ECT. There were a lot of people who were very much opposed to it. It  was pooh- poohed as a barbarous treatment by some psychiatrists. Of course the movie “One Flew over the Cuckoo’s Nest” didn’t help either.  There were some fatalities and, frankly, there were a few people who used it like they were giving out candy and producing very undesirable consequences.  But that’s not the treatment; it’s the misuse of the treatment that’s at fault.  In the same way I feel that some doctors should be prosecuted rather than criticized for the drugs they have been prescribing. Inappropriate prescribing is terrible.  

DH: You talked aout ECT and MAOIs, what about the tricyclic antidepressants?   How did you get involved with Kuhn and Tofranil (imipramine)?

FA: Well, you know about that I think.  I know you’ve interviewed Kuhn.  I’ve read what he had to say. I was at that meeting in Zurich where he gave his first paper on imipramine.

DH: Had you had any hint of this drug before that?

FA: No, it was my first introduction to it.

DH: Right, and there was only a reasonably small group at the talk as I understand it; something like ten or twelve people.

FA: There were so few people there it made me wonder whether we were going to have a session.   We were waiting for it to start.

DH: What was Kuhn like?  What did you make of the man?

FA: He came across as an extremely intelligent man with a very sound philosophy.  I was very impressed with his attitude towards the ill. He was very empathetic and compassionate and he had a genuine concern about helping.  But the thing that also impressed me very much was the astuteness of his observations.  He carefully studied each patient that he gave that drug to.  He obviously was convinced of its value. To the point that you could wonder if he was biased.  That crossed my mind but his integrity was so evident that you were willing to say that he’s at least not willingly biased and he’s trying to present the facts as best he can.   The other disadvantage was the small number of patients in the study; I don’t think he had even 50. I don’t know the exact number but it was very small and the period of observation was relatively short, but his description of what happened to those patients, I will never forget. I have often compared his paper to Lincoln’s Gettysburg Address; it’s short, succinct and he’s got all the facts right there. You can’t misunderstand what he’s saying if you’re reading it carefully.   So I was very impressed and subsequently I went back and spent some time with him as he probably told you.   I met him at other meetings and then I brought him in 1970 to Baltimore for the “Discoveries in Biological Psychiatry” meeting I put together with Barry Blackwell.  At any rate, that was my first introduction to the drug.  Initially, because of hope that this was going to work, risks were taken. We didn’t know some of the potential adverse effects, the cardiovascular ones particularly.  Every patient I gave imipramine to I kept a very detailed record on. At another World Congress of Psychiatry in Montreal I gave a paper on patients treated with imipramine continuously for one year and that was the first paper of that type I knew of in my field.   There was no doubt that imipramine worked, and there was no doubt that it had some unpleasant anticholinergic effects like blurring of vision, dryness of the mouth. Most patients hated that and you could get urinary retention in men who had a prostate problem.  Working with imipramine also drove home another point which I learned very quickly with chlorpromazine.  You’re not treating an illness but a human being who has an illness and you’ve got to look at it from that viewpoint. I wrote a paper very early and in those days getting a new drug paper published was difficult because there was a certain amount of skepticism about all these drugs. My first paper on imipramine, which described what a clinician saw, was published in my medical school’s journal which went out to maybe a thousand doctors. Now Elavil (amitriptyline) took advantage of the fact that imipramine broke the ground.   Amitriptyline had some very distinct advantages over imipramine; it was a little bit more sedative and therefore the anxious depressed patient benefited. Imipramine tended to make some people a little bit more anxious. So that was the first thing that really showed up with amitriptyline. 

DH: How did you get involved with the clinical work on that?

FA: I’d done some work for Merck in other areas and so they called me up.   I went there together with Nate Kline, Doug Goldman and Fritz Freyhan; we were the people they contacted because we were willing to look at drugs. Initially, the thinking was that in animals’ amitriptyline resembled chlorpromazine so much that it was going to be an antipsychotic.   Well, it didn’t take long to prove that it wasn’t.  It was clear that, pretty much as Kuhn observed, patients who responded were depressed, so I took that position and Merck bought it. 

DH: Merck also bought 50,000 copies of your wonderful book, Recognizing the Depressed Patient because they felt people needed to be educated as to the nature of the syndrome.  This is a tricky one isn’t it?   Obviously if you’ve got a new treatment, if you’re opening up a new market, people do need to be educated. Trying to draw the line so, as to just how much they should be educated is difficult.

FA: Let me clarify the picture with the facts.   The book was written.   It was not paid for by Merck. They had not funded it.  I wrote it on my own.   It was after a review appeared in JAMA; a very favorable review, that Merck came and said we would like to buy 50,000 copies of the book.  Now I wrote that book because I was absolutely convinced that the people who saw depressed patients first were family doctors.   And they wanted to get this out to the family doctor because until then their marketing of amitriptyline was to the psychiatrists.  As far as I was concerned they were going to help me to achieve the goal I had when I wrote the book.  So I said yes.  It worked.  The book was very well received but I don’t know how much of an impact that had on the actual sales.   A recent theory is that it took a long time for family doctors to be convinced.

DH: Is that because during the 1960s and ‘70s they thought that the nervousness they saw was more of a state of anxiety to be treated with minor tranquilizers?

FA: Yes.  As a matter of fact as you know Will Sargant made a very important point in a lead article in the BMJ back in the late 1950s or early ‘60s:  “If you think he’s anxious give him an antidepressant”. Basically, that was his point. Family doctors or non-psychiatrists whether they are internists, general practitioners or gynecologists would call these people anxious but not depressed. And that’s still true today unfortunately. 

DH: You were involved in the early days of CINP, which as I understand it, was largely perceived in America as being a very European organization.

FA: Very few people over here knew about the CINP at all. When I brought it up at our first meeting in New York, that we should start a College here, it was based on my experience with being at the founding of CINP in Milan.  And, there was a need for this College.  Psychiatrists were not talking to pharmacologists.  Pharmacologists were not talking to psychiatrists; nor were the biologists or geneticists. It was clear that this was a very complex situation and it would be helpful for all of us if we could talk to each other. So, when Ted Rothman approached me about such a meeting I quickly jumped in with some ideas and he invited me to the meeting and in the course of the discussion I brought up what had happened in Milan and said, you know, we really should have an American College. It took some time to work out how it should be formed but it’s a reality today and it’s become, in my judgment, the most prestigious organization of its kind in the world.  I’m very proud to have had a role in its beginning and it has made a world of difference when you look at what goes on at these meetings today with the basic scientists and psychiatrists talking to each other, exchanging views. That’s for their benefit but also for the benefit of patients.

DH: You’re saying the first meeting about the idea of some kind of society was Ted Rothman’s? 

FA: Ted had an idea there should be something.  He wasn’t quite clear what it ought to be.  His idea was that he was going to get together about a dozen of us in New York, and the reason for that was that the medical director from Geigy, who was going to fund this thing, would be at the meeting and he was in New York.  By this time, Jonathan Cole was in Boston, I was in Baltimore, and Bernie Brodie was in Washington so we were all fairly close together.  The only one who really had to travel any distance was Ted Rothman.  Leo Hollister was not there initially but he came in later, so the bulk of us were from New York.

DH: So it was an East coast thing at the start? 

FA: Basically, yes.  There were a few others, I don’t remember them all. Joe Tobin came, he was from Wisconsin. So there were some who came a distance to get to the meetings. From the very beginning, Bernard Brodie, a basic scientist, was also there. We also had Joe Brady a psychologist. So almost from the beginning there was good representation from different specialties.

DH: The early meetings were held in New York on the East Coast.  Why did you ever think to move to Puerto Rico?

FA: A snowstorm.

DH: Really?

FA: Oh, yes. I think it was 1963, I know I came from Rome for the meeting.  Milt Greenblatt was the president that year and the meeting was in Washington.  We had a terrible blizzard and only a limited number of people attended. I don’t think a hundred people showed up for that meeting. This led to a discussion about finding a better place to meet.  They didn’t want to come to Florida, so the decision was to hold it in Puerto Rico.  As you would expect, there was some dissatisfaction with that, so then we moved back into the United States and we had meetings in New Orleans, Las Vegas and Palm Springs. We also met in Hawaii on several occasions and today we’re back in San Juan.

DH: The early meetings, as I understand it, were very informal brainstorming sessions.  

FA: Exactly.

DH: It’s a lot more structured now isn’t it?

FA: Yes, it has to be.

DH: Well, yes, possibly it has to be.

FA: It has to be. You’ve got a much greater number of members and a number of invited guests.   We have more people from outside the United States here than we had at those first meetings. That’s a change. Tomorrow, the first of poster sessions, there are 161 posters.  We didn’t have that many presentations in a whole meeting in the beginning.  In fact, we didn’t have poster sessions.  We had morning sessions.  The afternoons were to lie around on the beach and to have brainstorming sessions. It was great, because it really gave us a chance to get to know each other. Even the evening sessions were finished early so we could go out to dinner together.  In those days, in the beginning, the pharmaceutical company presence was there but not felt.  Not that I’m against their involvement. I’m grateful that the industry made some of these things possible.  It wouldn’t have happened otherwise.  Then, unfortunately, the College got accused of being an elite old boys club because people couldn’t get in.  I raised that issue this morning at the History Meeting because that’s being alleged again, that we’ve not taken in people who really are qualified.  It’s a question of a reluctance to increase the membership and I can understand that, but I think we’ll have to, in another couple of years, increase the number of members.

DH: Do you think the membreship shifted much towards the basic sciences, from your point of view,?

FA: Emphatically, yes, and that has discouraged a good number of people to attend. They’re not interested in many of these topics. They would much rather be able to go back and say I learned something that I can use in my practice, or that I can use in my teaching of the residents.  I frequently have people talk to me about this who I don’t think would have talked to me, otherwise, but they know I have been involved and dedicated to this college.   We have some very fine young people here at this meeting but they’re not getting involved as much as I think they should be in the leadership for the future…

DH: Leadership for the future?

FA: Yes.

DH: On this note we conclude this interview with Frank Ayd. Thank you. 

