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ENOCH CALLAWAY III

Interviewed by Thomas A. Ban

Acapulco, Mexico December 13, 1999

TB:
This will be an interview with Dr. Enoch Callaway( for the International Archives in Neuopsychopharmacology of the ACNP. It is December 1999. We are at the annual meeting of the College. I’m Thomas Ban. You have been involved in neuropsychopharmacology since the field was born. Could we start with your recollections about the introduction of chlorpromazine XE "Chlorpromazine (CPZ)"  in the United States?

EC:
Right after it became available in the US, Smith, Kline & French XE "Smith, Kline & French (SK&F)"  invited a lot of us to dinner at Trader Vic’s. I still remember those thick lamb chops. That was the first time I enjoyed a meal paid for with drug house money.

TB: 
When and where did you first hear about chlorpromazine XE "Chlorpromazine (CPZ)" ?

EC:
I think that was at the APA XE "American Psychiatric Association (APA)"  meeting in 1955 or 1956. People were very much divided about it. There were those people who said, “Oh, this drug is terrible. It’s going to cover over symptoms, and the patients will never recover. The only way you truly recover from anything is to work it through with psychoanalysis.” And there were other people who hailed it as a miracle drug.

TB:
What got you interested in psychopharmacology?

EC:
I’ll tell you a story buried in the archives of dead people’s heads. Worcester was the birthplace of the contraceptive pill, and the people there were at the forefront of endocrinological research in psychiatry. I was resident and research fellow and we had done some studies with schizophrenics measuring cortisol in their urine. That was largely because we could measure cortisol and not many other people could. So we would collect 24-hour urine samples. Our assays were not very sensitive, but you could extract enough cortisol from a 24-hour sample for an assay. The schizophrenics had low cortisols. Later that turned out to be due to the fact that we studied them in the wintertime when they had scurvy.

We knew that cortisol didn’t cure schizophrenia. XE "Cortisol" \r "cortisol"  In fact, it could produce a psychosis. But Armour had extracted and purified ACTH XE "Adrenocorticotrophic hormone (ACTH)" , so Hoagland XE "Hoagland, Hudson"  and Pincus XE "Pincus, Gregory"  decided that maybe ACTH would cure schizophrenia. Those first doses cost about a half a million dollars, because they were made from camel pituitaries. It was my job to line up four matched schizophrenics. I thought that from three thousand patients, matching four would be a snap. Well, I learned something about combinational mathematics. It took me more than a month to do it, but I ended up with four schizophrenic males pretty well matched on all the important variables. They looked so much alike you might have thought they were quadruplets. And so, we started our study. Every day I would rate the patients using the Malamud-Sands Rating Scale. I don’t know whether you remember Harry Freeman XE "Freeman, Harry" ? He was a very taciturn gentleman, and he would come in every morning with four syringes with peanut oil, two with placebos XE "Placebo(s)"  and two with ACTH. He would inject the four patients and leave. He wouldn’t speak to anybody to make certain he was keeping the study blind. Little by little, two of the patients started to improve. They began to comb their hair. They stopped talking about their delusions. They began to look like they were about ready for discharge.

Then one morning the nurse said to me, “Noch, I think that you should look at Bill and John. They’re developing acne and humps on their back.” Bill was one that we thought was a drug patient, and John was one we thought was a placebo XE "Placebo(s)"  patient. Both were developing Cushing’s disease from the ACTH. XE "Adrenocorticotrophic hormone (ACTH)"  It took us about another four days to finish up the planned trial, but by that point our two recovering schizophrenics had regressed rapidly. Almost the whole ward was sitting around in mourning. When the study was done, I remember, I was sitting at my desk writing up the report and feeling terribly let down. Harry Freeman XE "Freeman, Harry"  came in and said, “Cheer up Noch. Suppose by chance it had come out the other way. We could have spent millions of dollars on an ineffective treatment.” So, I learned there’s something to be said for failures in drug trials. XE "Schizophrenia:research" 
TB:
So, you had been involved in psychopharmacological research since you were a resident in Boston?

EC:
Not Boston. There’s a saying in Boston, “What do you think of Worcester? As a hole?” I was attracted to Worcester because I was interested in neuroendocrinology XE "Neuroendocrinology"  and I did a few neuroendocrinologic studies, but Hudson Hoagland XE "Hoagland, Hudson"  and neurophysiology XE "Neurophysiology"  seduced me away. I can remember Hoagland’s first lecture on the EEG, and it seemed to me that this was more likely to tell us what’s going on in the mind than measuring steroids in the urine. Before I knew it Hoagland had inveigled me into becoming the de facto electroencephalographer at Worcester. When I finished my work at Worcester, Jake Feinsinger XE "Feinsinger, Jake"  asked me to come down with him to start the new department at the University of Maryland. I went to work with him because there were two very good psychoanalytic institutes in Baltimore and I intended to start my psychoanalytic training.

TB:
Was this in the early 1950s?

EC:
This was in 1950–51. Jake XE "Feinsinger, Jake"  was very interested in having his young people do research, which pleased me. But just before I left Worcester, Sid Sands XE "Sands, Sidney"  the clinical research director was replaced by a young man named Nate Kline XE "Kline, Nathan S." . I overlapped with Nate by about three months, but Nate was an experience, and I still think he was one of psychiatry's outstanding people. God knows he had faults. There was no problem identifying those, but if his critics had done as much good as Nate did, the world would be a better place.

TB:
So you moved from Worcester to Baltimore in Maryland.

EC:
I moved to Baltimore.

TB:
And it was in Baltimore where you set up your first EEG laboratory?

EC:
 I didn’t do much EEG work there because I hadn’t been at Baltimore very long before the Korean War started. The army quickly ran out of medical officers in Korea, and they called up the Navy medical officers and assigned them to the army to become battalion surgeons, which was not a very pleasant prospect. At that time, Jake Feinsinger XE "Feinsinger, Jake"  had a contract with the Army Chemical Center to study effects of anticholinesterase nerve gases. That was supposed to be top secret. I arrived at Edgewood XE "Edgewood Chemical Laboratory" , and Harold Himwich XE "Himwich, Harold"  said, “Your work will be secret, but here’s Life Magazine and if you read this article, you’ll figure out what we’re doing and where you fit in.” When I finished my training at Fort Sam Houston, they began assigning people to different army battalions at the front in Korea. When I went in for my assignment, there were red stamps all over my papers. This army colonel said, “Well, Dr. Callaway, I see you’re cleared for top secret.” I said, “Yes, sir.” He said, “And you know something about chemical warfare.” “Yes, sir.” For a bleak moment I could see myself as a chemical warfare officer in Korea. Then the Colonel said, “Well, we’re sending you back to the Army Chemical Center.” So I spent much of the Korean War at the Army Chemical Center, which was a rather unexpected benefit from my interest in research.

TB:
So you worked with Himwich XE "Himwich, Harold"  in Edgewood and not in Illinois?

EC:
I worked with him when he was at Edgewood XE "Edgewood Chemical Laboratory" , before he went to Galesburg. Harold was the director of research for the Army Chemical Center, and one of the more delightful human beings that it has been my pleasure to know. He and Wilhelmina provided a sort of a constant enthusiastic spirit to our research group. While I was in the military I noticed some very curious things about the effects of nerve gas on attention. The first job I was given was to measure the nervousness that nerve gas was supposed to produce. Charlie Shagass XE "Shagass, Charles"  had developed a method for measuring that, which involved the administering of loud sounds. How much one jumped seemed to be related to nervousness. So I replicated Charlie’s set-up and used his method on people exposed to nerve gas and controls. And lo and behold, the people exposed to nerve gas seemed much calmer and startled less than the controls.

TB:
Did you use any electrophysiological measure?

EC:
We did electromyograms. We had the person try to hold their arms still, but in a somewhat tense position. Then we blasted 95 db sounds in their ears. Subjects jumped less when they had been exposed to nerve gas.

TB:
What did you do after the war ended?  

EC:
Well, after the war, I went back to the University of Maryland and tried to follow up the observations I had made in the army. At that time I worked with Bob Grinnell XE "Grinnell, Robert" . I didn’t get back to EEG for a while because I had a career award in research. I think Danny Freedman, XE "Freedman, Daniel X."  I and another gentleman whose name I don’t remember, were the first to get those awards.

TB:
What were you studying in your research?

EC:
As I said before I was following up the observations I made in the army and I was also trying to identify drugs that affected startle responses in people. We were looking at drugs like amphetamine XE "Amphetamine(s):research" , atropine XE "Atropine"  and scopolamine XE "Scopolamine" .

TB
What did you find?

EC:
We found that amphetamine did not make people startle more. Now today that would not surprise anybody, but then that’s what we were giving it for, to increase startle. In the meantime, the University of California was building a new research wing at Langley Porter Institute. This was just about the time in the mid-1950s when I went  to the APA XE "American Psychiatric Association (APA)"  meetings in San Francisco and first heard of chlorpromazine XE "Chlorpromazine (CPZ)" . My wife, being from Oklahoma, had always wanted to move to California. I had no interest in California myself, but being a good husband, we went to the meeting. At my wife’s suggestion I called Alex Simon XE "Simon, Alexander"  and asked him about job possibilities in California. Alex said, “We are building a new research wing. During the APA, come out and I’ll take you around and show it to you. We’ve already offered John Lilly the job of chief of research. You know John don’t you?” I said, “Sure.” Alex said, “I’ll be showing John around and we’d love to have you come along.” So I went out to California. Alex showed me around with John. They were building this beautiful, spanking new research wing, and they were going to have four research positions. I said, “John, you’re so lucky.” He replied, “Yeah, isn’t it wonderful?” We parted, and I went back home to Baltimore.

After a couple of days the phone rang. It was Alex Simon, XE "Simon, Alexander"  and he said, “Noch, can you take that job I offered to John Lilly?” I said, “What happened?” He said, “Well, John ran off with the wife of a psychoanalyst from Oakland, and he’s gone to the Caribbean to talk to dolphins.” I said, “Well, let me come out and talk to you about it.” And of course my wife was jumping up and down in the chair saying, “Yes, yes!” And so that’s how I got to Langley Porter. My interest in electronics had developed in the course of measuring electromyograms. At Edgewood XE "Edgewood Chemical Laboratory" , they gave me an EEG machine and a Gray Walter analyzer. But it seemed that each time I got the analyzer tuned it was time to quit work, and I don’t think I ever got an experiment run with it. It was a very dicey piece of instrumentation. When I got to California, Charlie Shagass XE "Shagass, Charles"  was just beginning to publish his stuff on evoked potentials. I had decided at this point that, while brain waves XE "Brain waves"  didn't seem to be windows on the mind, evoked potentials might be. And so the Office of Naval Research XE "Office of Naval Research" , the University of California and the State of California all pitched in and got me started on evoked potentials.

TB:
What was your first project with evoked potentials?

EC:
The first project was a fairly simple one. When we first got the computers, just being able to see evoked potentials was fascinating, and the early meetings in which we discussed evoked potentials were very much like third grade show and tell sessions, where people say, “Look what I’ve found,” and, “Oh, I’ve seen something like that before.” And nobody knew what any of what we saw meant. But clearly you could do all sorts of things to the stimulus or to the subject and change the pattern of evoked potentials. XE "Evoked (event related) potentials (ERP)" \r "EP"  And so I thought schizophrenics XE "Schizophrenia:evoked potentials in" , if anything, are more variable than normal subjects, so the differences between their evoked responses to repeated tones should be greater than those of normal people. We did a lot of work on that and published a number of papers on it. I collaborated with Manuel Donchin XE "Donchin, Manuel"  whose fame rests in his work on the P300 wave.

TB:
Are we still in the 1950s?

EC:
We are now in the early 1960s.

TB:
After Worcester did you get any further training in EEG?

EC:
No. After my residency I had psychoanalytic training, and also took math at Johns Hopkins through differential equations; two things that haven’t had much value in my work. But, they were sure fun and interesting.

TB:
Were your activities restricted to research in your laboratory, or were you also involved in clinical work?

EC:
No, my activities were not restricted to lab research. I’ve always seen patients. I somehow feel my identity as a psychiatrist depends on seeing patients, but I probably have never spent more than half time seeing patients, and sometimes a lot less. 

TB:
So, at Langley Porter you were seeing patients and doing research.

EC:
I was also teaching.

TB:
What proportion of your time did you spend seeing patients?

EC:
I suppose in those years when grants were easy to come by, I would see patients two nights a week, and when grants got tighter, I would see more. Actually, as director of research I was not supposed to have clinical duties in the department of psychiatry, but was allowed to see patients in the evening. So I saw patients in the evening and did my work in the daytime.

TB:
But your responsibilities included teaching?

EC:
Yes, and I was involved with both undergraduates and postgraduates. God knows how research would get done in the United States without graduate students and post-docs. With med students, I probably did mostly clinical teaching. The thing I particularly liked to teach was interview techniques for medical students and residents. They seem to think that they’re born with a natural ability to interview patients. But they have to be taught.

TB:
Where did your research support come from? 

EC:
From NIMH XE "National Institute of Mental Health (NIMH):research support"  and the Office of Naval Research XE "Office of Naval Research" .

TB:
Could you talk about some of the research projects you had been involved with at Langley Porter?

EC:
 One of the main themes that has gone through my work – and I am not so sure now that it was a good theme – was that neurotransmitters XE "Neurotransmitters"  would be linked to cognitive processes. I thought there was some sense, some logic, in the way that acetylcholine XE "Acetylcholine"  seemed to modulate memory, and some sense, some logic in the way that dopamine XE "Dopamine"  seemed to modulate attention. As time passed I got more and more fascinated with that theme and was trying to design tasks that would pull apart acetylcholine XE "Acetylcholine"  and dopamine XE "Dopamine"  effects. I was also interested in designing tasks to detect the differences between the effects of drugs; for example the effects of the benzodiazepine clonazepam, and the ß-blocker propranolol. When I turned 65, NIH was getting harder and harder to deal with, and the Office of Naval Research XE "Office of Naval Research"  said they wanted to fund younger people. They weren’t funding anybody over 65. So I moved to the VA XE "Veterans' Administration (VA)"  so I could get VA funds for my research. And for a while that worked out pretty well.

TB:
Could we get back to your research with acetylcholine XE "Acetylcholine"  and dopamine XE "Dopamine" ?

EC:
Well, at that time I thought that different neurotransmitters XE "Neurotransmitters"  were associated with different kind of processes in the brain. I thought that there was a grand scheme of things that caused different neurotransmitters to be associated with different cognitive operations. It was only later that Crick, I think, wrote, “There is no grand scheme. God is simply a tinkerer.” If I had read that 40 years earlier, I think I would have stuck to neuroendocrinology. But the EEG XE "Electroencephalography (EEG):limitations"  was very seductive for ‘lumpers’ like me. I thought we were going to see something that captured what’s going on in the mind. I hope the functional MRI XE "Functional MRI (fMRI)"  people will do lot better than we’ve done with EEGs. It’s been a fascinating field, but I don’t think it’s very fruitful.

TB:
You started to tell us before about your work with evoked potentials XE "Evoked (event related) potentials (ERP)"  in schizophrenia XE "Schizophrenia:evoked potentials in" . Could you tell us more about what you did and what you found?

EC:
In our early studies we found that the P300 waves in schizophrenics were of lower amplitude XE "Amplitude"  and more variable than in normal subjects. And those were fairly durable findings. We worked with some pretty sophisticated signal detection methodology, but I don’t think we got it to the point where it was of any practical use. One of my ex-UCSF colleagues, Alan Gevins, XE "Gevins, Alan"  has developed some very sophisticated methods of de-blurring the EEG literally, making it an electronic lens that looks through the intervening tissues, and combining EEG data with behavioral data. That is very interesting. Don Jewett, XE "Jewett, Donald"  who is the guy that discovered the far field evoked potentials, is incidentally another of my ex-colleagues. He is also one of those who quit academia to start their own companies. And Don has some stuff that looks very promising. But, if I had to wipe out a field of knowledge and do the minimum damage to psychopharmacology, I’m not sure that the EEG XE "Electroencephalography (EEG):limitations"  wouldn’t be my first choice. I remember when Joe Wortis XE "Wortis, Joseph"  was giving Charlie Shagass XE "Shagass, Charles" ’ obituary. He said, “Charlie did all the right things in doing research. He just picked the wrong problems.” And I think that may be the case here. But some of it seems to be pottering along. Not through me, but through people that were with me, as for example, the work in schizophrenia with Dave Freedman XE "Freedman, David" ’s recovery response, and Dave Braff’ XE "Braff, David" s startle response. So there still seem to be fruit on branches of the tree, but they are pretty sparse.

TB:
What would you consider your most important contribution?

EC:
I suppose the students I’ve worked with. They are probably individually each one worth more than any contribution I made.

TB:
Could you mention a few of your students by name?

EC:
I was just talking about Dave Braff XE "Braff, David" . I also had Reese Jones. XE "Jones, Reese"  Then there were lots of other people in the lab, such as Bob Freedman, XE "Freedman, Robert"  David Servan-Schreiber, XE "Servan-Schreiber, David"  Kim Meador, XE "Meador, Kim"  and I don’t know whether we should count Jack Mendelson. XE "Mendelson, Jack"  He was a medical student when I was a resident at the University of Maryland and I supervised him. But I really hate to do this because I’m going to forget to mention someone important. Oh yes, there was Monte Buchsbaum.

TB:
Oh, he was your student?

EC:
Medical student. Thinking of Monte reminds me of an interesting story. We had what, in those days, were considered outstanding computer facilities. I think we had a computer with 8000 bits of memory and punch-paper tape, really state of the art stuff. Monte was interested in fluctuation in reaction time. Later, I think that was popularized as the Rabbit Effect. You make a mistake and slow down, and you don’t immediately speed up again. It takes awhile for the effect of mistakes to wear off. I had been  looking for relationships between human cycles such as diurnal cycles, cardiac cycles, breathing cycles, and variability in the EEG. So Monte learned Fourier analysis in a flash, like Monte learns things, and he asked, “Can I borrow your number for the Berkeley computer?” I said, “Sure,” thinking that no medical student is going to run up a big bill on that mammoth Berkeley computer. But Monte disappeared for a week. It wasn’t like him not to show up for work. Finally he came in, and he had six New York phone book sized batches of printout. He had looked at the sequence of reaction times a hundred different ways. XE "Computer(s):in EEG analysis" \r "Comp" 

 XE "Buchsbaum, Monte" \r "Buchs" 
This reminds me that Adolph Pfefferbaum, XE "Pfefferbaum, Adolph"  Judy Ford, XE "Ford, Judy"  and Manny Donchin XE "Donchin, Manuel"  were also in my lab at some time. They were certainly pioneers in the P300 field.

TB:
You had been involved in research with the new psychotropic drugs from the very beginning, starting with chlorpromazine XE "Chlorpromazine (CPZ)" . Would you like to talk about some of the drugs you were involved with?

EC:
I was doing some research with LSD. We thought that serotonergic agents like LSD were involved in the pathogenesis of schizophrenia. So we did a study with LSD to see if benzyl antiserotonin would inhibit LSD psychosis. We did small studies in those days. We had three nurse graduate students who volunteered to be subjects: one got LSD alone; one got LSD and benzyl antiserotonin; and one got benzyl anti-serotonin alone. It was a double-blind study but we thought that it was immediately apparent who got what. One girl started to have florid hallucinations, one complained of headache, and the third didn’t notice anything. So we said, “Well, the gal with the headache got the benzyl anti-serotonin; the gal with the florid hallucinations got the LSD; and the gal with nothing is the one who has had her psychosis blocked by the benzyl antiserotonin.” Wonderful! I had someone stay with each one of them all night.

But the girl that didn’t have any symptoms said to her monitor, “Look, I’m just very tired and I don’t want you sitting around. Would you go and leave me?” And the lady, against all my instructions, left. That evening, I got a call at home from the head nurse. “You’ve driven one of my nurses crazy. She’s sitting in front of the television set talking to it.” I said, “Oh, shit. I’ll get in the car and come in.” I broke the blind, of course. The one that had the benzyl antiserotonin alone was the one that had the florid hallucinations in the lab; the one who had the headache had been given LSD; and the one hallucinating in front of the TV had LSD and benzyl antiserotonin. So, benzyl antiserotonin didn’t do anything for LSD psychosis, but the power of the placebo effect XE "Placebo(s):effect"  was incredible. XE "Lysergic acid diethylimide (LSD):research studies" 
I still hope that somebody will find there is some logic to psychopharmacology in terms of neurotransmitters XE "Neurotransmitters:and psychotropic effects" . As a clinician, I have become less and less hopeful. Every so often I see a patient who has failed on three SSRIs XE "Selective serotonin reuptake inhibitors (SSRI)" , abysmally, and when I put him on a fourth he gets well beautifully. If all four drugs have similar neurotransmitter effects, that doesn’t make much sense. In fact, I’m still convinced when I see a serious obsessive patient who gets well on an SSRI that the old psychoanalytic theories of obsession made much more sense than the fact that they respond to a drug. You know, you could make such wonderful analytic interpretations about the content of the obsession.

TB:
It looks like you are not very much impressed with SSRI XE "Selective serotonin reuptake inhibitors (SSRI)"  antidepressant XE "Antidepressant agents" s.

EC:
Oh, I’m very impressed with them. But I’m not impressed with the theories.

TB:
Do you remember your first publication?

EC:
I think the very first thing I published was on cortisol XE "Cortisol:and ECT"  output in the course of electric shock treatment XE "Electroconvulsive therapy (ECT):cortisol response" .

TB:
That was work done in Massachusetts?

EC:
In Worcester.

TB:
Where was it published?

EC:
I think it was published in the Journal of Nervous and Mental Disease, which was a good journal in those days. Then I had a series of papers on schizophrenia XE "Schizophrenia:research"  with Monte Buchsbaum, XE "Buchsbaum, Monte"  Manny Donchin, XE "Donchin, Manuel"  Reese Jones, XE "Jones, Reese"  and Dave Braff XE "Braff, David" . Toward the end of my research career I got very interested in parallel distributed processing and neural network modeling, and I still think that something is going to come of that. One of the last papers I wrote was on neural network modeling to explain amphetamine XE "Amphetamine(s)"  effects. But then I think that the more recent work that Jonathon Cohen XE "Cohen, Jonathon"  has done in the same area of research is much better and probably makes what I did quite obsolete.

TB:
But it was your work that opened up the field of neural network modeling. Could you talk about your contributions in that area?

EC:
Well, I don’t want to take any credit for developing it at all. The credit should go to David Servan-Schreiber, XE "Servan-Schreiber, David"  who came to work in my laboratory.The idea I had was that each neurotransmitter has some unique global effect on cognitive processing. I was hoping one could design a network that would model changes in human behavior produced by changes in a particular neurotransmitter with changes in a particular parameter in the network. The neural networks are fairly simple arrangements of hypothetical modules placed in layers which interact with each other by either inhibition or excitation. You can take a very, very simple arrangement and model some amazing things, as Jonathon yesterday presented in his Stroop model, which I think has three layers and four neurons in each layer. It’s very simple. Jonathon XE "Cohen, Jonathon"  is not talking about norepinephrine, serotonin and other neurotransmitters. He’s now talking about brain structures. And his notion that the frontal cingulate gyrus is a feedback loop that it’s responding to conflict makes a lot of sense to me. As for which neurotransmitters are operating in the frontal cortex, there are GABA XE "GABA (γ-amino butyric acid)" , glutamic acid, norepinephrine, serotonin and probably some others we don’t even know yet. So, I think that looking for anatomical analogies to neural nets is going to be much more promising than looking at neurotransmitters. XE "Neurotransmitters:vs.. neural nets" \r "neuro"   If I wasn’t retired, I would get involved with people doing fMRI XE "Functional MRI (fMRI)"  and neural net modeling to try and relate structures to functions. XE "Neural network modeling" \r "neural" 
TB:
You are retired, but aren’t you still involved in developing new drugs with a drug company?

EC:
Are you referring to memantine?

TB:
Yes. Could you elaborate on that?

EC:
The drug company is called Neurobiological Technologies. Currently memantine is available in Europe. We are doing some work in neuropathic pain with it, and we shall soon break the double blind to see what happened. We have “very promising results” with it in Alzheimer’s disease XE "Alzheimer’s disease" , and the company is making a big splash about that at the Alzheimer meeting in Stockholm. So that’s been a lot of fun. We started out with Nancy Lee XE "Lee, Nancy"  and Horace Lowe XE "Lowe, Horace"  to work on dynorphin, but that has fallen by the wayside. I had a theory that turned out not to work. I thought that if you combined physostigmine and scopolamine you’d have sort of an imitation of nicotine effect that would help people stop smoking. But it did not work either. And every failed drug trial is about10 million dollars down the tubes. But we may make it. We still have some work going on with the corticotropin-releasing hormone that seems to combat edema in a very curious way. It reduces peritumoral edema, it reduces post-surgical edema, and we’re now looking at what else it does.

But my favorite hobby now is treating patients for the Family Service League, where I don’t get paid and so I don’t have to worry about managed care. Most of my patients are on welfare, so if I want to try a new drug all I have to do is deal with the pharmacist who oversees the program. He and I now have a cordial relationship, and I can almost get anything for my patients. So, it’s fun.

TB:
When did you first get involved in new drug development?

EC:
I suppose when I was at Worcester. We did a study there giving methamphetamine to schizophrenics. There was a controversy whether methamphetamine would make them worse or better. And we found that it activated them, but it didn’t necessarily make them sicker. They were just more active. Then as I mentioned before, I was interested in benzyl antiserotonin. And later on I became very interested in what might be called nootropics. I was also working with MDMA before it became illegal, primarily to open people up for psychotherapy. It was an incredible agent.

TB:
Do you think that MDMA is particularly suitable for opening up people for psychotherapy?

EC:
Yes, and also some other amphetamine analogues.

TB:
Are you still interested in psychotherapy?

EC:
I guess what I’m interested in is the mind, and how you study it, regardless whether listening to a patient, or giving a drug, or looking at an evoked potential. One of my teachers once said that a lot of people are not interested in psychology and psychiatry because they are naturally intuitive and they know what is going on in people’s minds. And there are others of us who are essentially psychologically tone-deaf, and we have to work to understand it. So for us, it isn’t intuitively obvious what’s going on. We are puzzled why it happens in one way and not in another. And I’m one of those people who are constantly puzzled by what is going on in somebody else’s mind.

TB:
And you would use any means to understand it. 

EC:
Yes.

TB:
From all the different means you have tried which one would you trust the most?

EC:
I think that what we are seeing now is a convergence of different methods, a combination of cognitive testing, drugs, fMRI, evoked potentials and others, and I feel kind of sorry for the new generation. They will need to be physicists, mathematicians, psychologists and pharmacologists all at the same time. We used to talk about interdisciplinary research, and the idea that there is some underlying general principle that brings all these disciplines together. We thought that by getting the mathematician, the physicist, the physiologist, and the psychoanalyst in the same room together, they would find the secret. One of the wonderful little phrases that came out of these brainstorming sessions was Carl Pribram XE "Pribram, Carl" ’s. He said, “Emotion is the ablative of motion. If you hit somebody, you don’t experience the anger quite as much as if you sit still.” But modern research is big business. Just look at the slides people present now. They say, “This is the team that worked with us,” and there are four columns of names. 

TB:
What was actually your last publication?

EC:
My last paper was published in the California Fly Fisher and was entitled “Two psychiatrists look at their obsession.” I don’t think it’s going to be picked up by Medline. The last one before that was on the effect of cotinine, which is a metabolite of nicotine, on behavior.

TB:
When was it published?

EC:
About one and a half years ago.

TB:
What are you doing these days? You have your clinical practice, and it seems that you are advising Neurobiological Technologies.

EC:
And I do fly-fishing.

TB:
And fly-fishing? When did you become a member of ACNP XE "American College of Neuropsychopharmacology (ACNP)" ?

EC:
I don’t think I was there at the very first meeting but I think I was at the second one.

TB:
So you became a member soon after it was founded, in the early 1960s?

EC:
Yes.

TB:
Were you ever an officer?

EC:
I was on the Council.

TB:
So you had been a councilor. Have you been actively involved with any other professional organization?

EC:
Yes, I was involved with the Society of Biological Psychiatry XE "Society of Biological Psychiatry" . I was president of that organization at one point.

TB:
So you were active in the Society of Biological Psychiatry.

EC:
Yes. Joe Wortis XE "Wortis, Joseph"  was one of my favorite human beings. I was also president of the Society for Psychophysiological Research.

TB:
Would it be correct to say that your primary area of research was psychophysiology?

EC:
Yes.

TB:
And you have been interested all through your career in new psychotropic drugs XE "Psychotropic agents/drugs" ?

EC:
Well, I’m trying to keep up with the new drugs for my small practice. As a matter of fact, a lot of people don’t know that there is a listserv on the World Wide Web which is run by Ivan Goldberg XE "Goldberg, Ivan"  in New York. There, one can find information that is usually not reported elsewhere. They describe difficult cases and their responses to drugs.

TB:
So, you think that we are missing some important clinical feedback.

EC:
Yes. There is a lot of what we could learn from uncontrolled research.

TB:
You have been involved with psychopharmacology for almost 50 years. Do you think we have made major advances since the 1950s?

EC:
Well, I have been interested lately more in history than before. I guess the older you get, the more interesting history becomes. During the past 50 years the other major event in psychiatry besides the introduction of psychotropic drugs was the community mental health movement. There are some interesting books on that. Madness in the Streets is one of them. It raises the issue that de-institutionalization started well before the introduction of the new psychotropic drugs. In fact, I remember that already at the time I left Worcester there were teams looking for patients to discharge. The idea that patients can be kept out of hospitals and treated at home is not new. But with the anti-psychiatry people it has led to the denial of mental illness with detrimental consequences, because if there is no mental illness there is no need to put up money to take care of psychiatric patients. So the state hospitals were closed or drastically reduced in size. And now in the United States – I don’t know what Canada is like – but the state hospitals are being reopened as forensic institutes, because the only way that some people can get treated if they are seriously ill is to commit a felony. Unfortunately, long-term results of involuntary treatments aren't so good.

TB:
In your evaluation, what was the contribution of new psychotropic drugs XE "Psychotropic agents/drugs" ?

EC:
Well, we don’t see those chronic depressed patients and totally beat out obsessive-compulsives we used to see in the state hospitals. I think the big problem in depression XE "Depression"  is how to get primary care physicians to recognize anxiety and depressive disorders. Those disorders now are treatable; the problem is how to get physicians to recognize them. The other day, I saw a friend whose doctor had just said, “Well, you’re 75 years old. Everybody is depressed when they’re 75 years old.” This is the opinion of a 45-year-old physician. Now, how do you educate these people?

TB:
So we have made progress insofar as we don’t see those chronic depressive and obsessive-compulsive patients. On this note we should conclude this interview with Dr Enoch Callaway. Thank you very much for sharing this information with us.

EC:
Well, thank you.  You are a very gentle interviewer.

TB:
Thank you. XE "Callaway, Enoch" \r "Callaway2" \b 

 XE "Ban, Thomas A.:as interviewer" \r "Ban" 
( Enoch Callaway was born in La Grange, Georgia in 1924.





