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CHARLES P. O’BRIEN

Interviewed by Leo E. Hollister & Thomas A. Ban
Las Croabas, December 12, 1998

LH: We are at Las Croabas, Puerto Rico for the Annual Meeting of the American College of Neuropsychopharmacology and for the interviews of historical interest, we are going to be interviewing, today, Charles O’Brien,( and the two interviewers will be Tom Ban and myself, Leo Hollister.  Thank you for coming to the interview, Chuck.  We’re always curious as to how people got started and what influences made them choose, first, the career in medicine, second, the career in psychiatry and, then, third, the career in whatever the specialty of psychiatry they’re in.

CO: Well, I got interested in medicine while I was in high school, because the only other professional in my family was my uncle, who’s a dentist, and, so, my mother said, well, you should be a dentist.  And, so, I said, OK, fine, I’ll be a dentist.  At that point, I was about in the 10th grade.  People were talking about what they were going to be, and I said, dentist, and one of my friends said, well, you’re really smart you could be a doctor.  Yeah, maybe, you’re right.  I’ve never really thought of it before.  So, I went to medical school.  I grew up in New Orleans, so I went to Tulane.

LH: You were born in New Orleans, right?

CO: Born in New Orleans.

LH: And, you’ve got an Irish name, are you part Irish?  You don’t talk like one.

CO:  Well, this is pretty much the way New Orleanians talk.  The accent is more of a Brooklyn accent. It’s not a southern accent, at all.

LH: That’s right.  It’s long gone.

CO: That’s right, but I’ve lived away from New Orleans for a long time. At one time I lived in England, for example, and I speak French, fluently, and I just sort of lost all that.

LH: Tempered your accent.

CO: Yes, I think so.  So, I went through pre-med really fast and went to medical school at Tulane. I was really trying to get through, because it seemed like such a long time. I was in a big rush to do things. I got interested in neurophysiology while I was a first year medical student.  Actually, I did some research in high school and got started in research, which I think was really important. I was in the Westinghouse Science talent search and I did research as an undergraduate at Tulane in genetics, actually.  Genetics was my big interest, as an undergraduate, and, then, in medical school I got interested in physiology and my PhD, actually, is in physiology, but with an emphasis in neurophysiology.  And, the brain just really fascinated me.

LH: Did you get your PhD before your MD or after?

CO: After, but I really did my work simultaneously.  I actually was the first wave of the MD, PhD Fellows of the Life Insurance Medical Research Fund.  This was in 1963.  They had a national competition for medical students who wanted to get a PhD and they gave out a few MD, PhD Fellowships. I got one of the first ones in 1963. 

LH: So, you did Neurophysiology?

CO: And, Medicine, at the same time. I was interested in all the different areas of medicine, cardiology, pulmonary, endocrine and all that. I went to Harvard for my my internship at MGH, after medical school, which was straight internal medicine.  I knew that I wanted to go back and finish my PhD at Tulane and decided I would also do what was a combined neurology psychiatry residency. I was just too embarrassed to be a straight psychiatrist, because, in those days, psychiatry was really a joke, in the sense that on the boards they asked mostly questions about the history of psychiatry. You had to know what was the oldest mental hospital in the country, what the real name of Freud’s patient, the Wolf Man, was and the kind.of things.  Did you ever get asked that kind of question?

LH: No kidding.

CO: I mean, it’s really stupid stuff.

LH: Dismal science.

CO There was no information base.  And, incidentally, in the 1960s, when I was a medical student and a resident, I’m sure you remember this, psychoanalytic professors were saying that all these antidepressants are just a phony kind of treatment. Their idea was that one has to work through ones depression.  It’s really good for people to be psychotic for a while, so you should not put them on neuroleptics quickly. Nowadays, we see the same ideas replayed in alcoholism. We discovered that naltrexone works in alcoholism, but all the alcohol specialists are still saying, “I don’t believe in giving drugs to alcoholics” and it’s the same kind of thing that I heard in the 1960s about depressed patients.  There was a big resistance against treatment with drugs.  So, I thought that I would try to learn as much as I could about the brain and I did a Neurology residency, as well, as a Psychiatry residency.

LH: I imagine you’re the only member of this society that ever did training at Queen Square.

CO: I’m not sure about that, but I I was Chief Resident in Neurology at Charity Hospital in New Orleans.  Then, I went to Queen Square as an Academic Registrar in London for a year and I finished up my psychiatry training at the University of Pennsylvania in Philadelphia. After that, I was drafted into the Navy, and, that’s where I got interested in drug abuse. During the Vietnam War, the major psychiatric casualties were all related to drugs.  I mean it was just amazing how many people were coming back and taking drugs either in Vietnam or when they returned to this country. Since I had so much training they didn’t send me to Vietnam. They put me on the faculty at the Philadelphia Naval Hospital where we trained residents in Neurology and Psychiatry.  Active duty marines and navy men from Vietnam arrived in Philadelphia just 24 hours after returning from Vietnam. Some were already in drug withdrawal usually heroin. It was in Philadelphia where I first saw people going into opiate withdrawal from smoking opiates.  They were smoking very potent opiates in Vietnam and they would be in opiate withdrawal by the time they got to Philadelphia.

LH: What year was that?

CO: From 1969 to ‘71.

LH: That was about the time when we were having the big problem with it.

CO:  That’s right.  So, you know, I got interested in treating all the drug problems and, of course, alcohol was a big problem, as well. So we treated a lot of alcoholism and got used to dual diagnoses there, because we saw a lot of that.

LH: So, you weren’t put off by the fact that most psychiatrists, even in those days, didn’t actively treat drug dependent people?

CO: Well, these were nice young men that I was taking care of and when I got them off of drugs, they were OK, not that they didn’t relapse later on. But that’s how I got interested and Mickey Stunkard recruited me to Penn. And, while I was still in the Navy, I went around to all the various substance abuse programs in the country, on my own ticket, actually, so I flew with my Navy uniform on, so as to get a 50 percent ticket price reduction.  I visited Vince Dole in New York and Jerry Jaffe in Chicago as well as various other places to see what was being done. So, in 1971, I set up a substance abuse program at the Philadelphia Veterans Hospital.

LH: And, you’ve been there ever since.

CO: That’s right.

LH: So, I know one of your great interests has been the translating of Abe Wikler’s  “conditioned avoidance hypothesis” into clinical practice, but, am I correct  you never knew Wikler, did you?

CO: Actually, I did know him during the 1970s.  As a matter of fact, there were three people who had a big influence on me as I was in training.  The first one was Matt Bach, who was a neurophysiologist. He worked with Horace Magoun. Bach did a lot of research on the reticular formation. My dissertation was on hypothalamic function. I was putting in electrodes and recording changes after stimulating them and all that kind of stuff. Bach was really a good mentor for me.  Another mentor was Bob Heath, one of the founding members of this society. At the anniversary celebration last year, or the year before, here in Puerto Rico, when I looked at a list of deceased members and saw Bob Heath on that list, I said, my God, I didn’t think Bob had died. And I called up, and, in fact, he didn’t die.  He’s still alive, so we got that fixed. So, as a matter of fact, Bob Heath is an ACNP member, who probably hasn’t been to a meeting in many years. He was a prominent psychiatrist, who was ahead of his time.

LH: That’s exactly what I was going to say.  His biggest fault was, he was too far ahead.

CO: As a matter of fact, we talk about the nucleus accumbens now; what he was studying was the septal region which really included the nucleus accumbens.  Neuronantomically, he was working in reward systems really long before Olds did. Actually, he was doing it in human beings who could tell you that they were stimulated, that they were euphoric and all that. And people raised all sorts of questions about doing the kind of research on the brain.

LH: I would like to have the needle he put in that make them sexually stimulated.

CO: Oh, yeah.  All he had to do was to stimulate the reward systems; I saw some of those patients.  As a matter of fact, to earn extra money when I was a medical student, I worked as a nurse taking care of those patients, staying up with them at night and helping them when they first got their neurosurgery.  And, the third person who had a great influence on me was Abe Wikler. Since I have started to read about addiction, relapse, and conditioning has always been an important focus to me, I wrote to Wikler and I said, you know, I’ve been reading your work with rats and your theories and I’d like to do some studies along the same line that you are doing but with human beings. He immediately wrote back to me and said he’d help me; he was in the latter part of his career at the time.  This was 1971, and he came to Philadelphia and he helped me on several occasions. We had a lot of correspondence. My early experiments with naltrexone were based on Wikler’s theories. All cue exposure studies were based on his theories.  We were doing the “cue screening” back when we were the only ones doing it.  Nobody else was showing drug-cues to drug addicts and nobody else was having drug addicts self inject heroin like drugs while they were on naltrexone to see if we could extinguish it, extinguish their conditioned responses. We did many studies of conditioning. Wikler was assisting me the whole time, giving me ideas, and helping me as much as he could.  I think he died around 1980 or ‘81, something like that

LH: I should know, because I did a review of his classic book sometime ago for Tom, but I can’t recall.

TB: It was around 1956, when he wrote the book.  I don’t know when he died.

CO: His last book came out around 1980, just before he died. It was called Opioid Dependence or something like that.

LH: It looks like you spent some time in Lexington.

CO: I did, right.  I was on the Board of Scientific Counselors at Lexington for a while. And I, also, went to Lexington when Wikler retired, and I gave a lecture there, in his honor. But, then, he still continued to write for several years after that.

LH: So, you really got interested in substance abuse while you were doing your term in the Navy?

CO: That’s right.

LH: And, then, you went to the Philadelphia VA and continued, which you do till this day?

CO: That’s correct.

LH: Now, one of your longest associates has been George Woody.  It goes back almost 30 years.

CO: Well, yes, 28, anyway, 27 or 28.  What happened was, there was nothing at the Philadelphia VA, at the time, for any kind of substance abuse and, so, I started the program there and in 1971 the first person I hired was George Woody as a part time psychiatrist. And, then, my whole group has stayed with me the entire time. We’ve had a very stable group, which I think has really helped our productivity.  We haven’t had a lot of fighting and disputes and people leaving and all that, so, I’ve had a very long-term association with George Woody, Tom McLellan, Anna Rose Childress, Arthur Alterman and, then, more recently, with Joe Volpicelli and Jim McKay.  There’s been a whole group of people that have really stayed for a long time in Philadelphia. Everybody gets along pretty well and we share work and authorship and things like that and, you know, it’s been a very happy group.

LH: You, very quickly, established a multi disciplinary group.

CO: Yes, we did.  It was hard getting started.  One of the biggest difficulties we had was in the 1972 presidential election, because Richard Nixon was concerned that the heroin addicts coming home from Vietnam would hurt his chances of being reelected, so he declared that every - you probably remember it, because you were in the VA at this time, too - drug problem was considered a medical emergency, equivalent to a myocardial infarction or a stroke or whatever. If a person came to the hospital with a drug problem you had to put them in a bed, immediately, and, we were just overflowing with drug addicts, but we didn’t even have a ward for them.  They were just all over surgery and medicine and everywhere. It was really difficult to cope with all that.  It took me a couple of years to get the clinical problems in hand, so that I could really start building a research center.  I got my first NIH grant in 1973.  Then, I got a VA grant and we’ve got continuous funding ever since.  We have just gradually grown in Philadelphia and in the VA as a whole.  Our research has always been built on a very good treatment program where, then, you can superimpose research on the basis of good treatment. And, then, we do basic research as well as pre-clinical research, but the bulk of it is clinical research.

TB: What is your research focused on at the Philadelphia VA?

CO: It’s behavioral pharmacology, screening drugs for new treatments.  We do things that compliment the clinical research; we do conditioning studies, drug discrimination, and the effects of drugs on self-administration, whether it’s cocaine, opiates, nicotine or alcohol.

TB: So, some of your research is based on the conditioning paradigm?

CO: We’ve been studying the conditioning paradigm and, now, of course, there are really exciting developments in molecular biology, and, addiction is becoming a very important model for memory. I think in some of the work that’s coming out of the molecular biology labs, now, relates to what we’ve been seeing, and, I think that we’re going to understand addiction much better in the future.

LH: What ever led you to use naltrexone in alcoholics?  There’s no pharmacology of this stuff that would lead you in that way?

CO: Well, that’s an interesting story; we were really already doing animal studies and human studies and I was impressed with findings in the animal studies.  The first one was by Hal Altshuler, showing that certain monkeys just love alcohol and if you give them an opiate antagonist, such as naloxone or naltrexone, it cuts out their drinking alcohol.  That was impressive to me and there were a few other animal studies. I got alcohol treatment added to my naltrexone IND in 1983 and started trying it with alcoholics.  Some of them seemed to lose their interest in alcohol.  I wrote a protocol for a double blind study and gave it to a post doc in our program.  We got it approved by the IND, but we hardly got any patients for the clinical trial.  The recovering addict counselors blocked us as much as they could because they didn’t believe in using medications for alcoholism.


A young MD, PhD student at Penn, whose name was Joe Volpicelli, joined our program.  He had published an animal study of post stress-drinking in rats.  He showed that if you give the rat foot shock, and you stop the foot shock, then, they drink more alcohol in comparison to water, but, then, if you put them on naltrexone, you block the post stress drinking of alcohol. After he joined us at the VA, I put him in charge of the study and he quickly began enthusiastically recruiting alcoholics.  Our hypothesis was that alcohol activated the endogenous opioid system and naltrexone by blocking opioid receptors prevented some of the pleasure of drinking.


So, I went to DuPont-Merck trying to get some funds but they said this was a crazy idea, basically, and they wouldn’t give me any funding. So we put in an NIAAA grant and they didn’t fund us either.  So I used our post docs and a psychiatric resident, who was doing an elective year with me. After we got a protocol through the Human Studies Committee, we started a double blind, placebo controlled trial with him in our alcohol program in about 1983. The resident was a good guy but he was not all that energetic and in a whole year he got 2 or 3 subjects.  The clinicians resisted the idea of giving naltrexone to alcoholics. They just wanted this straight abstinence, based on AA.  It didn’t matter that most of the subjects relapsed pretty soon after they left our program.  This was an abstinence AA program and they didn’t want any medications.  So, this guy, then, left and went out on his own, to another city and finished his training. And, then, Volpicelli came along and I told him that we knew that it reduced drinking in animals and now we should find out whether it also works in humans. He told me that he was going to find a way to do the study and he became so enthusiastic that he was able to mobilize the clinicians. He got a full sample very quickly and I couldn’t believe it, but the people on naltrexone really weren’t relapsing.  It was just amazing.  So, we did a preliminary report, in which we reviewed the literature. 

No one was paying attention to our work and trying to replicate.  Roger Meyer was a member of our scientific advisory board and he heard us present the data.  He went back to Connecticut and convinced Stephanie O’Malley to do a clinical trial. She did an outpatient study with two kinds of psychosocial intervention and got very similar results to ours.  And, then, somebody asked whether we have a “use patent”?  I didn’t know what that was and asked, “What’s a use patent”?  And, then, they told me what a use patent is.  It was news to me; nobody ever taught me about patents in the medical school or residency.

LH: This is an artifact of the enterpreneurial society in which we live.

CO: I missed all that.  So, it’s actually an interesting story, because, I guessed that the VA owned the “use patent” of naltrexone, because we did the study with VA funding.  So, I called up the VA counsel in Washington and there was a lady there, who was in charge of patents, and she told me that the VA has a very generous “use patent” policy and “You get the rights.  You can make the money off it.  All you have to do is agree that the VA will get a cut, and won’t have to pay”. I said, that’s fine, and she was going to send me all the papers to sign when I told her that we had already published our findings.  And all she said, “Oh, too bad”!
LH: You made it public domain.

CO: That’s it.  It’s gone.  And, so, you know, by publishing it too quickly, we completely lost the opportunity to get a patent.

LH: That’s sad when you have to do that.

TB: When, did this actually happen?

CO: Well, the first publication was about in 1989. And, then, with the major publication, they made us wait a little bit.  As a matter of fact, the first time we submitted it to the Archives, the referees just couldn’t believe it. Then, Stephanie O’Malley submitted her paper and they said, well, she got exactly the same results, and we’ll publish them together as back-to-back papers. And this is what they did in 1992.

TB: It has been followed up so. 

CO: Yes, it has been.

LH: It seems to me there was a woman, from Texas, who had the idea that alcohol caused dopamine to condense into ß-carbolines.

CO: ß carbolines, yes, it’s a condensation hypothesis. Actually, Ken Blum was another person associated with that and George Siggins and Floyd Bloom investigated that. What they essentially said was that products that were morphine-like were theoretical condensation products of alcohol in the brain.  But since there was hardly any of it, actually, ever produced under normal conditions the theory fell by the wayside.  That’s not what we think is happening, but there are some people who feel that the condensation hypothesis was the forerunner of the endogenous opioid hypothesis. I consider it something very different, because what happens is that alcohol acts as a stimulus to release endogenous opioids in the same way as giving the rat a tail shock or a foot shock causes endogenous opioids to be released. Some people get a big release, and if you measure plasma ß-endorphin, which, of course, is not the same thing as brain ß-endorphin, there’s evidence that people with a strong family history of alcoholism get a large increase in ß-endorphin; whereas, people without a family history do not get this big increase.  So, what we think is happening is that there is a euphoria that occurs in some alcoholics when they drink alcohol and blocking this euphoria by naltrexone improves the results of treatment.

TB: Prior to naltrexone, some people used naloxone, right?

CO: Naloxone, of course, has such a short action that it’s not effective orally.  But, naltrexone is.  We’re about to do some PET studies on the duration of the action of naltrexone. There’s a study that came up several years ago using an older PET process, the findings of which suggests that one 50 mg dose of naltrexone blocks, in the neighborhood of 80 to 85 percent of µ receptors for 72 hours. So, even though, the half-life in the blood is, maybe, 8 hours or so, naltrexone seems to be held in the brain.  It must have a very strong affinity for the receptor.  This is a speculation at this point, but it appears on the PET that it holds in the brain much longer one would predict on the basis of its plasma pharmacokinetics.

LH: I was skeptical, because when we did the naltrexone study that was sponsored by the NAS, we had to sweat like hell to show any good effect in opiate people users and, of course, one of the big problems was, you could never keep anybody on the damn stuff.  Well, I took some people who had never had any opiates in their life and gave them the same regimen that we put them on with the opiate dependents and they felt lousy, which you might expect if the endogenous opiates have a physiological importance. And, I always wondered if there could have been some action like that, that really accounts for its effect.  That is an aversive action, rather than a block of euphoria.  What do you think of that?

CO: I think that’s true for some people.  Alcoholics are much more compliant with naltrexone than opiate addicts; however, in the neighborhood of 8 to 10 percent, can’t take it, because they get a lot of nausea and dysphoria. Actually, we’ve done two studies with normals and we found some people just get very dysphoric on it.  They just sort of lose their initiative and their ability to get anything done, that they just don’t want to be on it.  On the other hand, most of our alcoholics and most of the physicians that I treat with naltrexone are able to take it.  I’ve had anesthesiologists on naltrexone for 10 or 12 years and they do very well on it.  It enables them to go back to work and handle opiates and not have any temptation to get re-addicted.

LH: This is only a temporary phenomenon that people get tolerant to.

CO: It could well be; although, some people just never can go back on it.  I have an alcoholic, right now, that I’m trying to get to stay on naltrexone, but when he takes even a small dose, he gets nauseated and he just can’t take it. It’s as many as 10 percent that get this side effect, but, for the rest, it seems to be agreeable and the effects size for alcoholics is pretty good.  It seems to double the non-relapse rate. But it really should be given along with some kind of rehabilitation psychotherapy, rather than just as a prescription given it to the subjects. It doesn’t work very well that way.

LH: Another thing that came from your laboratory that I think is very useful is the addiction severity inventory. Now, that must have been done in collaboration with George Woody and Tom McLellan?

CO: With Tom McLellan, actually. There was a meeting in about 1974 that NIDA convened in Reston, Virginia on stimulating clinical research in addiction and I was on a panel on measurements. I gave a talk saying, what we needed was an index of severity of addiction, something like a depression inventory or a brief psychiatric rating scale. We didn’t have that and, what people were using at the time, was number of bags of heroin per day, or number of ounces of absolute alcohol. They were just focusing on the drug, but, as a clinician, I cold see that addiction was not just drug taking-behavior, it involved also all other areas of people’s lives.

LH: Work, family and social relationships.

CO: Also legal problems and medical problems.  So, when I went back to Philadelphia I started a series of seminars on measurements and addiction. Jim Mintz was working with us at the time and I thought he might be the one to develop it. But, then, he decided to move out to California. He’s now at UCLA.  But Tom McLellan came to work for us. He was already interested in this sort of thing, so I gave him the task of developing the ASI. We had already come up with seven domains so, what Tom did was he made a structured interview for each of these areas and the clinician would make an assessment of the need for treatment in each of them. One of the areas was drugs, another alcohol. Social, occupational, legal and psychiatric problems turned out to be major areas. I guess we first published our structured interview, ASI, in about 1979 after a lot of reliability testing and so forth. It’s gone through a number of reiterations; it’s computerized now.  It’s translated into 14 different languages and it’s used all over the world.  It’s the official measurement used in the European Union.  There’s a Quebec French version and a European French version. The Russians use it; it turned out to be pretty useful.  We, also, have something called a treatment services review, TSR that we use in conjunction with the ASI, and what this does is, it measures what kind of treatment actually occurs. Every treatment program says that they tailor the treatment to the patient’s needs, but, in fact, almost none of them do that.  So, we go to the patient once a week when we’re doing a treatment study and we ask the patient what services they receive in each of these areas, and record it on the TSR. It is really fascinating.  Some of the outpatient programs give more treatment than expensive inpatient programs and the amount of treatment you get is not correlated very well with the cost of the program. But the amount of treatment you get is correlated very well with the results.  So, if somebody has, say, alcoholism with a lot or marital problems and they don’t get treatment for the marital problems, the marital problems don’t get better and they relapse very quickly.  But, if you give them treatment, it works. We have some findings in a project in which we used match vs. un-match. It is a very different from the match that NIAAA did where they matched very similar kinds of therapy and to see if there was one that worked better than the other. We’re matching on the basis of patient needs.  We match the patient to the treatment, based on what areas are severely affected in the addiction.

LH: As in the old saying, drug abuse treatment is different strokes for different folks.

CO: Right.  It’s not as complex as it sounds, but it’s amazing how rarely it is done. There is a tendency to give everyone the same thing. 

TB: It seems that by now the ASI has been in use for over 20 years.  

CO: Yes, it’s been approved and, I think, it’s a pretty practical tool.  The VA requires its use with substance abuse and many treatment programs all over the country. We have always tried to do research, based on clinicians needs. In other words, we’re looking for what improves the delivery of patient care, and, I think, that helped us in the VA. We were always focused on improving the care of the veterans. A lot of administrators came through the VA over the years and said, oh, those guys in psychiatry are doing too much research; they must be not caring about the veterans, but, in fact, when they looked into it, they saw that the veterans loved the program and they were getting good care while we kept on developing new treatments, based on the needs of the patients.

LH: Well, we’ve covered the topics of conditioned avoidance, naltrexone, and addiction-severity inventory.  What else?

CO: We’ve done a lot of psychotherapy studies, actually.  In the first psychotherapy studies in methadone patients we used random assignment to different kinds of psychotherapy, and, no psychotherapy, and we demonstrated the effectiveness of psychotherapy in heroin addicts on methadone. We actually measure the dose of psychotherapy, just as you measure the dose of medication. We found that there’s a dose related phenomenon. For example, if you randomly assign patients on methadone to, either, minimal psychotherapy or medium psychotherapy or high psychotherapy, the results follow the dose relationship.  If they were all on the same dose of methadone and you varied the dose of psychotherapy, you can produce better results with more psychotherapy.  I think that was interesting. Now, everybody uses treatment manuals to measure the doses of psychotherapy when they do studies. We were the first to use treatment manuals back in the 1970's.

TB: Again, something you introduced and it survived..

CO: We keep improving our treatment manuals but everybody is doing treatment manuals now.  We, also, did a lot of medication control studies.  Our first study with antidepressants in heroin addicts was done in 1974.  We were studying the treatment of depression, in people on methadone maintenance. It was a study of doxepin vs. placebo.

TB: Why did you choose doxepin?

CO: Well, because, clinically, it seemed more helpful than the other antidepressants for the heroin addicts.  A lot of heroin addicts are depressed. Then, subsequently, we studied desipramine and imipramine.  Now, of course, we have some studies with sertraline in alcoholics. But in those days, early on, there were no randomized clinical trials with heroin addicts.  Most people in those days thought that addicts were not suitable for that kind of clinical research. But it turns out that they’re, somewhat, difficult to do, but you could do clinical trials about as effectively with them as you can with other patients.

TB: Did you find desipramine better than other antidepressants?

CO: What we found was that any of the antidepressants relieve depression in heroin addicts but antidepressants don’t work particularly well for the heroin taking.  You have to deal with that differently.  But, on the other hand, we have evidence that if there is a psychiatric disorder and, especially if it’s depression or anxiety, you have to treat that in order to deal with the addiction. So the treating of the psychiatric disorder doesn’t necessarily make the addiction go away, but you have to treat that first in order to be able to have any success with the addiction.

TB: Well, you seem to have started this program a long, long time ago. What is your research focused on now?

CO: At the present time, we’re focusing on cocaine. We don’t have anything as yet, that is reliably effective, but we have learned that all cocaine addicts are not alike and we have evidence that some have a good prognosis whereas others have a poor prognosis, and you can separate them, based on their cocaine withdrawal symptoms.  Now, of course, many years ago people claimed that there were no withdrawal symptoms with cocaine, but that’s not true and we have evidence that there is. We can measure its severity, and, the group with high withdrawal symptoms is really tough to treat.  The low withdrawal symptoms group tends to do much better. But if you mix them all up your results are obscured. So we’re trying to improve clinical trials by selecting patients, based on their characteristics.

LH: But, how do these characteristics correlate with the dose they are taking? Is there a correlation between more severe withdrawal reaction and heavier usage?

CO: You know, cocaine is not one of those drugs that you use every day, like alcohol or heroin that is used in a fairly regular amount.  It is used in spurts and the average cocaine use is about 12 or 13 times a month, but some of the heavy users are using it, maybe, on 18 or 20 days a month.  None of our patients can use it 30 days a month.  That’s why I have a lot of debates with my colleagues about animal models, because the most common animal model is one where you have limited access to cocaine for 2 hours a day, so that the animal bar presses, avidly, during that 2 hour period for the cocaine and you give them drugs to see if it suppresses the bar pressing. But this doesn’t predict very well what happens in the clinic, because the patients just don’t use cocaine in that manner.  A drug that may suppress cocaine use in this model doesn’t seem to predict very well what happens in the clinic.

TB: Is most of the animal work done with that model?

CO: Yes.

LH: Well, I’m sure you’ve got many awards, but didn’t I read of something recently that you just received?

CO: Well, I did get a Founder’s Award from the American Association of Addiction Psychiatrists an award that I just received last week.
LH: And, nothing from the VA?

CO: No. For some of these awards, you have to sort of nominate yourself.  I’ve never nominated myself.

LH: Too modest.

CO: I don’t think I’ve gotten anything from the VA; although, I brought the President to the VA.  I suppose that was historic. Shortly after the Gulf War, I got a call from the White House. Bush had an-about 80 percent popularity.  Everybody thought he was a great guy at the time. And the White House said we’d like to have the President come and visit your program to publicize the War on Drugs.  So, I said, gee, that’s great.  We’d love to have him.  And, they said, we will come to the University of Pennsylvania.  And, I said, no, if the President is going to come, he has to come to the VA.  And, so, they said, OK and started making arrangements by sending the Secret Service and all that.  They had to build a big wall to make sure that somebody wouldn’t shoot him and find a place for his helicopter to land, and all this kind of stuff. So, I called the director of the hospital and said, you know, the President is coming. And he said, yeah, yeah.  I said, no, seriously, no joke we’re going to have a visit from the President of the United States. He really thought I was crazy.  I told him to call the guys in Washington and tell them.  He called the guys in Washington and they said, yeah, yeah.  They didn’t believe him. It was really amazing with bureaucracy; it was a grass roots thing.  Normally the White House would call the VA and would go down to Philadelphia.  But in this case it came to me and, then, I went up to tell them. Then, they said, well, I guess you’d better have the Secretary come too. So Derwinski and the drug czar all came to the VA. I had them come to this old laundry building where we had our methadone program, and, we have a picture of the President there meeting with us.  He spent the whole afternoon there and George Woody and I got a ride in his limousine. It was nice.  He was a very nice guy. We talked to him about our research and explained the naltrexone, the conditioning and the HIV studies. I have not told you yet about some of those studies we’re doing on AIDS. But, anyway, we had the data and we had a patient or two from each study, so the President could talk to the patient, as well as see the data. It was pretty neat.  And, of course, we have literally dozens of TV cameras and huge Press Corps there. Plus, we had the guy, who was carrying the football.  You know, the football is the nuclear trigger. It was a Marine Colonel who carried it and you can’t get between this Marine Colonel and the President. He always has to have direct access to this guy.  So, anyway, that was kind of an interesting thing for the VA.

TB: Did he understand?

CO: The President asked a lot of good questions.  He seemed like a very smart guy who got a lot out of it. And, indeed, he seemed to be generally interested.  He invited us to the White House a number of times. It seemed that he had a lot of interest in the Drug War. I think that was the time when they were starting to shift a little bit from supply reduction to demand reduction.

LH: At least, encouraging.

CO: Yes, yes.

TB: You mentioned that you have a program in AIDS?

CO: Yes, we realized, early on, that HIV was a major problem for the IV drug abusers and so we started studying it in Philadelphia, early in the epidemic, when the HIV soar of positives was about in the neighborhood 10 or 11 percent or so.  It was later in New York up to 60 percent. Philadelphia was a little bit off the beaten track, at least, at the time. So, we studied a group of IV drug abusers in methadone treatment and another group out of treatment and we found that people in treatment had a stable level of HIV positivity, because they weren’t using opiates and they weren’t sharing needles and all that.  The number of HIV positives in the group that was out of treatment just went up like that and in about 18 months they were up to about 39 percent or so.   So, we’ve been following that up and we published lots of papers comparing the two groups. As a matter of fact, psychiatric disorders were a major problem. Those people, who were sharing needles and engaging in high-risk behavior, were mostly depressed. So we devised another tool called the RAB, the Risk Assessment Behaviors. What this instrument does is it measures risky behaviors. We put this instrument on a computer. We found that people are very honest with a computer, more so than in a one to one interview. We could predict who was going to convert from negative to positive, based on their responses on this behavioral questionnaire.  And, then, this led us to the vaccine trials.  So, we are now participating in the vaccine trials. We have also produced some videos to help people get volunteers for the vaccine trials, because, it turns out, that a lot of people in this population are minorities and they don’t trust the government.  They, actually, believe that the government has a cure for AIDS, but they won’t give it and they’ve actually put AIDS in the community so as to reduce the number of minorities.
LH: Genocide hypothesis?
CO: Yes, and, so, we have a couple of videos that have won awards and presented all over the country in which some NIH virologists and researchers are talking with a group of people, are interacting with them, answering their questions, and trying to reassure them. This helps to diffuse the situation and we’re very successful.  As a result of this program, the trust of people increased and we have plenty of volunteers for our vaccine trials.

TB: So you have developed a new methodology for educating people. Aren’t you having an office at the university, as well as at the VA?

CO: Penn is very lucky, because the VA is right across the street from the university. So we, initially, were fully at the VA, but, then, in about 1987 or ‘88, we started getting space at the university and, now, we have a pretty nice center at the university. So I park my car between two places and I walk back and forth.

TB: And, I assume, you are involved in teaching students at the university.  

CO: As a matter of fact, that’s another thing that I think is very interesting, because we have possibly the only required course on addiction in any medical school.  We had electives in the ‘1970s and ‘80s, but in the late ‘80s, while we had a curriculum revision I got on the committee and managed to get addiction as part of the regular curriculum. So we have now like 25 or 28 hours of courses that includes lectures, seminars and interviewing of patients, as well as very practical course about the pharmacology, psychology and diagnosis of addictive disorders. To avoid some of the problems that the average physician has, where they confuse physical dependence and addiction, we teach them how to treat chronic pain, for example.  And, then, we have a pretty tough final exam. And if they want to get honors in the course, they can do a research project or a paper.  The last year, we had about 25 or 30 students, who got honors by doing a paper, and this year, I’m not sure how many we’ll have, but we teach 150 students at a time. We just finished a course and they’re working on their honors papers now.  I don’t know how many will get honors. I think that all medical schools should teach about this subject, but, indeed, very few do.  Those that do are giving 2 or 3 hours, maybe, you know.

LH: There’s so much competition for teaching time.  Well, you said that a lot of people get awards by self-nominating.  I recently had the occasion to write the CPDD and suggest that, perhaps, they were overlooking some people and I have you and two others in mind.  I hope you get the Eddy award, because you sure as hell deserve it.

CO: Thank you, Leo.  I appreciate that, coming from you.

TB: And you have also trained many people.

CO: Yes, we have a pretty big post-doc program.  We have a training program and we, also, teach a lot of medical students. We have MDs and PhDs in our post-doc program.  One of my best trainees received the Elkes Award, the Joel Elkes Award of ACNP this year.

LH: The amphetamine drug abuse scene that you have covered is amazing.  Now, it’s certainly been educational to listen to you. One of the big, big benefits of doing these interviews is learning so much about what people are doing, because their CVs or even bibliographies don’t tell you a whole lot. 

CO: I agree.  Anyway, thank you very much.

TB: Thank you.

LH: Thank you for your time.  This was very interesting.

( Charles P. O’Brien was born in New Orleans, Luisiana in 1939.  





