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DONALD R. JASINSKI

Interviewed by Leo E. Hollister

Washington, DC, April 15, 1997

LH: It’s Tuesday, April 15, 1997, and we’re here in Washington, DC, to continue a series of videotaped interviews with people, who know something of the history of psychopharmacology.  Among us today is Don Jasinski,( who has long been associated with the Addiction Research Center in Lexington and, more lately, in Baltimore, and who has probably the longest experience of anybody alive, now, in studying drugs of abuse.  Welcome to the series.

DJ: Thank you, my pleasure.

LH: Probably interesting to figure out how and what determined how people got into their career, first of all, into medicine and, secondly, into whatever field of psychopharmacology they got into.  Can you give us a rundown on how you got to where you chose your career?

DJ: Well, I think I identified medicine as a career while I was in college and I entered college as a pre-medical student, which was in Chicago, at Loyola University.  Coming from a relatively poor family, I wound up at the University of Illinois Medical School, which was the state subsidized school, which was a real bargain in education.

LH: It was not a bad school.

DJ: No.  It was, actually, a very good school.  It had a wonderful medical education.  I entered medical school in 1959, and what was interesting, at the time, the growth of research in science and the medical school faculty was prosthetizing and talking up research and research activities.  And, there were a number of opportunities for medical students to do things during the summer or with Fellowships.  Originally, I worked in the biochemistry department, but I sort of found that boring.  And, then, I took pharmacology, and pharmacology at the University of Illinois was a wonderful course, because the Chairman was Klaus Una.

LH: He was a great man.

DJ: And, Klaus had trained so many number of people in neuropsychopharmacology and one of Klaus’ claim to fame, as many of his people have described him, was that Klaus had his knack for convincing medical students that there was much more glory in pharmacology than to go out and become a practicing physician and become rich.  And, Klaus had attracted a large number of people.  In pharmacology, what I found fascinating was the lectures.  It was a superb course. Coming up once a year to give our lectures on addiction was Harris Isbell. So, I became interested in pharmacology and I had a summer Fellowship in pharmacology. Then, all through medical school, I was taking graduate courses in pharmacology.

LH: You never did have a degree in pharmacology?

DJ: No, no.  I graduated from medical school.  I did my internship at the University of Illinois.  Just prior to this, at the University of Illinois, I worked very closely in neurophysiology with Sid Smith but Sid went off to become Chairman, at the University at Buffalo.  I never really had the hands to become a good neurophysiologist, so I decided that, perhaps, I should be a clinical pharmacologist.  When I told about my interest to become a clinical pharmacologist to Unna he wrote a letter to Harris Isbell, but Isbell had retired in 1963.

LH: I didn’t know that.

DG: In 1963 Isbell and Wikler had gone over to the University of Kentucky where Isbell had started the University of Kentucky Medical School. Harris went over as Professor of Medicine and Abe Wikler went over as Professor of Psychiatry.  So, the response I received was from Bill Martin, who had just taken over as Director of the Addiction Research Center.  Bill had been in Chicago; he had been one of Klaus’ students. So Bill interviewed me and said, yes, there was a position, a two year position, but there was a delay, because the slot was already filled.  So, after the internship, I spent a year as a trainee in neuropsychopharmacology at University of Illinois in the pharmacology department.  And, there, I worked with one of the faculty, a guy, named Buz Sulafsky, who, now, I think is Dean at the University of Illinois at Rockford.  Then, I spent the year in Lexingtand helping Bill Martin to run the Human Research Unit.  It was a wonderful learning opportunity.  So, I had a one-on-one mentorship with Bill Martin, at this time.  Since Harris Isbell and Abe Wikler went over to the University of Kentucky and Frank Frazer had gone to work for Eli Lilly, Bill was rebuilding the staff.  I had a wonderful opportunity because Bill was mainly interested in doing neurophysiology, but wanted to keep the Human Research program going.  So, after I had been there about, probably, fourteen months, Bill wanted to know whether I wanted a permanent position and I said, yes, so I got a permanent position.  By the time I had been there two years, I was a Section Chief and, probably, by about three or four years I was running Human Research Program.  I was only twenty-nine or thirty years old.
LH: My, that’s a rapid ascent.

DJ: I had a very interesting time, because I, also, worked fairly closely with Harris Isbell, because Harris was still coming out to do experiments and he had experiments going.  But, he had also been made Acting Chairman of Medicine at the University of Kentucky, so I got to get involved also in Harris’ experiments.  I ran them.  And, so, I had a very broad based sort of experience at the time. The period from 1963 or ‘64 to the mid-1970s were the most productive years.in Bill Martin’s department.  
LH: Bill was impressive wasn’t he?

DG: Yes, and I was doing the human experiments to show that the new concepts, like multiple opioid receptors can applied in human pharmacology. We had gone on to develop drugs for treatment.  We had studied methadone, naltrexone, naloxone, and amphetamines.  
LH: You studied cannabinoids too.

DG: Well, there was an interesting round about way to the cannabinoids.  Harris had gotten interested in cannabinoids and had worked out a relationship with Professor Kortha in Germany.  Kortha was isolating active principles from cannabinoids, from hashish.  And, they used to ship them to us in vials, which were freeze dried.  And, since they were extracted from plants, they were considered biologic substances and not drugs, so they were not subject to the IND regulations.  So, Harris had designed an experiment; and I actually ran it. What we did was we took the vials, added ethanol, put the substance in solution, and drew it up with a syringe. Then we injected it into a cigarette and after the alcohol evaporated we would let subjects smoke the cigarette. We had gone through cannabidiol, tetrahydrocannabinol, δ-8, δ-9-tetrahydrocannabinol, a whole series of these and found the one, which was active, was δ-9-tetrahydrocannabinol.

LH: Of course, this was before Raphael Mechoulam’s synthesis.of THC.
DJ: Yes, yes.

LH: So, you did a natural exchange.  How were you sure of the compounds?

DJ: We had a very, very sophisticated organic chemist, and he identified them. This was 1968.  I had been out of medical school four years.  I’d been working there a little over two years and I was running these experiments and we were pushing the dose of tetrahydrocannabinol until we got a hallucinogenic response. I can vividly remember writing it up as a case report.  And, then the next experiment was one of the experiments that Isbell had designed in the late 1950s and ‘60s. We did a study on cross tolerance between LSD and tetrahydrocannabinol.  So, we made our volunteers tolerant to LSD and, then, gave them tetrahydrocannabinol, and found that they were not cross tolerant.  So, it was two different mechanisms. And, we did these studies; we never thought anybody would be interested in these studies. At that time, there was not much interest in marijuana research.  This was probably in 1968, or ‘69, somewhere in that era.

LH: I think we got some of the synthetic stuff around 1965. Then, I dug out some synhexyl from Abbott, which had been in the freezer up there for twenty-five years; and we did a comparison between THC and synhexyl.

DJ: In about 1960, right after we did our studies the Illinois State Medical Society was going to have a symposium on hallucinogens and, somehow I got an invitation. I suspect Harris couldn’t go, so he routed the invitation to me. This was in Chicago and I remember it was held at the Sherman House in Chicago; I grew up in Chicago.  So, I had written up a paper in abstract saying that tetrahydrocannabinoidol was a hallucinogen with a mechanism of action that was different from LSD.  So, I had written this abstract that was sent in ahead.  I’d gotten a call, they wanted me to come up and attend a press conference.  At that time, as a federal scientist, you had to have clearance for a press conference and there wasn’t time to get clearance to do this.  So, I said, no, I didn’t particularly want to talk to the press.  This was a very interesting pro vs.con conference with the attendance of Timothy Leary and a number of other people, who were pro-hallucinogen at the time.  So I find myself with all these...

LH: …mystics…
DJ: …with all these mystics. I remember staying at the Sherman House at the meeting.  At that time, Chicago had three newspapers.  One was the Chicago Daily News.  They used to have a morning and an evening edition.  The morning session got delayed. It came out about 11 o’clock. So, I came out of the meeting, walking through the lobby, and in the lobby are the newspapers.  The Chicago Daily News, on the bottom half, has a headline, “MD Offers Proof, Pot Is Poison”.  They had taken my paper and made this press release, which was published even before I made the presentation.  So, I had calls from people, calling me at the Sherman House.  That must have been about 1968 or ‘69.

LH: Shows you the power of the press, doesn’t it?

DJ: Yes.

LH: The news came out, as I recall, in a kind of tabloid format.
DJ: So, this was an interesting period of time.  I never thought of a tetrahydrocannabinol and marijuana issue, at that time. For me it was straightforward research which we had done by experiments.  I, then, actually, went back and reviewed all of the studies, which had been done at the ARC on marijuana and tetrahydrocannabinol.  There were a fairly significant number of studies done.

LH: Oh yes, and a lot of them involved synhexyl.

DJ: I wrote this up and there was another symposium at the New York Academy of Sciences where, I addressed the topic of “What We Do about Marijuana and Its Addiction Potential”.  And, I had looked at this straightforward and pointed out that there were a number of things we didn’t know, because the experiment hadn’t been done.  I did that at the conference in New York that was hosted by Stan Yollis.  It must have been, in the ‘70s, sometime.   Interestingly, we just had to revise these data because people are now interested in this data, again.  It’s amazing, there was, recently, at the joint meeting of the clinical pharmacology societies, the American Society for Pharmacology and Therapeutics and American Society for Clinical Pharmacology, a symposium, which was on the marijuana issue, on control of marijuana and I was one of the speakers. It was about a month ago.  So, this has gotten to be sort of interesting, again, this whole idea and it has gotten revisited. And I’m thinking that we will see more of it.
LH: Now, you never ran the Marijuana Commission, as I recall?

DJ: No, no.

LH: Well, I guess your group down there continued to study hallucinogens.

DJ: Most of the hallucinogenic work occurred before I came to Lexington.  Most of that ended when Harris retired.  What was carried on was the tetrahydrocannabinol work and Harris did wonderful work with hallucinogens.  He was a very fine scientist.  Harris was a very careful clinical experimenter, very precise and really did very well-controlled studies.

LH: He was always a soft-spoken, unassuming man, but anything he said, you ought to pay attention to.

DJ: I was interacting with people like Harris Isbell, Bill Martin, and Abe Wikler.  I got to interact with them. To keep the relationship with the National Academy of Sciences, the KM Programs of Drug Dependence, and the Abuse Potential Studies, I got to interact with Nathan Eddy and with Moe Sievers and Moe Sievers did some nice things for me.

LH: Moe Sievers was a Dean of Pharmacology.

DJ: Yes and among all those people, I think the inherently smartest was probably Harris Isbell. Harris was a very smart man.  He was very soft spoken and very quiet.  That was in the days when people used to smoke.  In company, he used to smoke a cigarette and although he was very quiet before you know it, he would become the center of the conversation.  People would be relating to him.  Women would find Harris a person who they would talk to and he would relate well to them. Harris had no trouble giving people opinions.  He was a wonderful lab chief.  He was a father figure.  He was superb.

LH: Well, I remember a few years back, when he died, I wrote his sister who survived him, and said he was a giant, a soft-spoken gentle giant.

DJ: He was a very nice man. I had been at the University of Illinois, which was relatively sheltered, and, then, I went down to Lexington and the people I interacted with, there,Harris  Isbell, Abe Wikler and Bill Martin, were probably some of the smartest people I ever met in my life; the most creative people.  So, I thought all science was like that.  With these people I used to feel inadequate.
LH: You just stepped in at the right time.

DJ: Oh. Yes, I was fortunate on this.

LH: Boy, you learned.

DJ: I was fortunate, yes.  And, I had this wonderful opportunity. It was there.  And, they were constantly looking for people to bring into the area.
LH: Well, I remember that, almost simultaneously, when I published the first paper on THC and synhexyl, Andy Wile published one in Science. Andy wanted to get away from the military service, so he went to the Public Health Service and they offered him a chance to go to Lexington.  And, I was dumbfounded to hear that he refused.  He wasn’t going to go down to Lexington.  I said, “You’re a perfect idiot.  If you want to do anything in this field, you don’t turn down a chance to go to Lexington”.
DJ: Well, you know, the history of Laxington goes back to the 1920s.
LH: To Cliff  Himmelsbach...
DJ: Well, to Himmelsbach and to Larry Kolb, Sr. Most of the people had great respect for Larry Kolb, Sr.  And Kolb had a very interesting career.  He’d been in the Bureau of Mental Hygiene and had done the first addiction studies in monkeys in the 1920's.  And he got interested in the addiction problem and was really instrumental in getting the Lexington Hospital opened and the research roling. He became the first Director of Lexington.  The Lexington Hospital opened in 1935.  Kolb recruited Himmelsbach, who was a young medical officer and sent him off for training, for a few years. They had a small but a very well supported human research unit and set their standards very high at the beginning because they were very good scientists. And, that carried over.  Harris had been at Lexington in 1935, when it opened, as a young medical officer and, then, went away to NIH and came back again in 1946 or ‘47.  

LH: Has the history of the Addiction Research Center in Lexington written-up? 

DJ: No.  In 1975, at its 40th anniversary, there was a anniversary symposium, and there’s a book, which was published, in which a number of people reminisce.  I mean, if you interweave these stories, you look at the tradition of Lexington and get the idea that you could do controlled experiments in addiction. If you look at Himmelsbach’s experiments from the late 1930s, they’re beautiful.  They could be published today.  I mean, a reviewer would publish many of these today in a journal, because they’re controlled; the measurements are there; the data iare`properly generated; a hypothesis tested. Good science that has a life of its’ own.

LH: The government certainly got a good crew there.  Were you ever involved in the studies of screening compounds for the CPDD?

DJ: Yes, that’s what I inherited.  My major job was to do the Human Abuse Potential Studies and the screening.of drugs when Bill took over the lab in 1963.  He thought that from a public health viewpoint, the Human Abuse Potential Assessment was probably the most important function of Lexington. We would get our compounds very early; the pharmaceutical companies couldn’t tell us no because it was necessary for them to have our findings to get their drugs through the system. So, we got our hands on all sorts of interesting drugs. And people looked at this as applied research. When Bill inherited this program, the first drug he assessed was cyclazocine which was a potent antagonist of morphine; it didn’t look like morphine, and it produced some hallucinogenic activity as well as dysphoric responses in the addict populations. And when Bill gave it chronically, he showed that it produced a withdrawal syndrome, which was not like the withdrawal syndrome with morphine.  And, then, Bill asked a very simple question, namely that if they became tolerant to the agonist effects of cylazocive, did they become tolerant to the antagonist effects of morphine. So, he gave it, chronically, and showed that they did not become tolerant to morphine’s antagonist effects.  It was this finding that led Bill to the formulation of a multiple opioid receptors theory.  It was the idea that cyclazocine was an antagonist at µ and an agonist at, what we now call К receptors.

LH: He gave them the original names, didn’t he, µ and К?
DJ: Originally he called them nalorphine type and morphine type but that is another story.  We had looked at these drugs and knew there were two receptors, at least, and we could explain the action of opioids. The term, opioids, was coined by Bill. We would also train graduates at the University of Kentucky. Bill was always saying he wasn’t taking any more graduate students but he was always taking one more, one last graduate student.  We had all these drugs to study in humans.  So, he put the young man to work, studying and comparing all these agonists, antagonists.
LH: And, he, also, did some rather simple animal preparations, as well.

DJ: It was really mainly research in humans. It was human data, which we had generated. Pharmaceutical companies industries were producing agonist and antagonists as substitutes for morphine and we would assess those, which were promising, and one of these was naloxone or noroxymorphone.  Now, this was assessed because it had been shown to have some analgesic effect in humans.

LH: Was that the famous Lasagna study?
DJ: Actually, Harris and Frank recognized that nalorphine in volunteers produced some morphine-like effects. And, it was Klaus Una, the pharmacologist at Merck, who had done the work on nalorphine.  He did the basic pharmacology and Klaus wanted Merck to proceed to develop nalorphine as a morphine antagonist. When they didn’t want to do that Klaus left and went to work at the university.  There was a relationship between Klaus and Harris through the study of nalorphine that started back in the late forties.

LH: And, that was the beginning, of course, of the whole concept of using a mixed agonist amd antagonist.

DJ: Naloxone was fascinating. We gave it to volunteers and we went up to huge doses and saw nothing, no changes.  And, then, we gave very small doses to morphine dependent individuals and that would precipitate abstinence.  My project with Bill was working out how to measure the relative potency of the antagonist. So we would assay for precipitated withdrawal. And, then, we did these studies comparing this with agonist effects. What we found was that naloxone had virtually no agonist effects in humans.  And, this was interesting, because it was clear evidence that you had a competitive antagonist.  And, that was probably the second paper I ever wrote in medicine. It had huge implications. We gave naloxone around the clock in very large doses by injection for, I think three or four weeks, and showed no changes and showed no withdrawal symptoms.  And, when we were looking at this we realized that we had a competitive antagonist and realized also that you could explain a number of the effects only in terms of multiple receptors. The next experiment which I did was a study of the interaction of cyclazocine and naloxone showing that larger doses of naloxone could antagonize cyclazocine.  This was really what crystallized for us, these phenomena in humans with naloxone, ideas which led to the multiple opioid receptors.  Then, we found a partial morphine agonist, a Parke-Davis compound called Profadol. If we gave people large doses of morphine to make them dependent, and then gave a partial agonist, it wouldn’t have sufficient activity. If you lowered the level of morphine dependence, the same drug could now have enough activity. We had two partial morphine antagosnists, Profadol and I think B4507 was the other drug.   
LH: I always thought that naloxone, which proved to be such an interesting tool was synthesized by Harold Blumberg, but I don’t think he ever got much credit for it.  And, he also synthesized naltrexone too.

DJ: Naloxone was very expensive to synthesize, and, since it was apparent that naloxone was not going to be an analgesic, Endo had no interest in developing it as an antagonist.  When we studied the substance our conclusion was that this would be the drug of choice as a morphine antagonist.  In those days, we were looking at structure activity relationships and there were a couple of things we were aware of.  One was that most of the antagonists were derived from morphine by substitution on the nitrogen atom. Cyclazocine had been a cyclopropylmethyl substitution. And, in man but not in animals cyclazocine produced effects which lasted for twenty-four to forty-eight hours. The substance was also well absorbed, orally.  

There were also other ideas floating around and we looked at them as well. Abe Wikler had looked at conditioning in the Pavlovian response and found that the withdrawal syndrome and drug craving could be seen as conditioned phenomena.  

The other project I worked on with Bill was the idea of protracted abstinence. The idea was to keep people abstinent by producing a chemical blockade by cyclazocine and then enforce abstinence, which would allow individuals to prevent relapse.  And, that was the hypothesis underlying the work.  So, we had looked at naloxone, but, if we gave it orally, it had a very high first pass metabolism and its’ effects were gone within about three to four hours. So we thought to try the N-allyl substitution that was made by Endo.  So, Bill took a trip up to Endo to meet Harold Blumberg and Alan Pater and as soon as they got an IND, we did all of the Phase I and generated all the human data.  So, I gave the first dose of naltrexone by injection, which was .001 mg.  Eventually, we wound up giving 50 mg, but we had done this very carefully.  We looked at this and we showed that, unlike naloxone, it was very effective, orally.  The cyclopropylmethyl did protect against the first pass metabolism.  It produced a very long lasting compound in man, which lasted twenty-four to forty-eight hours.  So, then, we did the other experiment, which was to give naltrexone, chronically, and, then, give morphine, chronically, on top of that and we showed that  we did not get physical dependence in the withdrawal syndrome.  So, Bill said, “What dose should we give”?  I said, “Well, maybe, 25 mg, if we look at this”. Then, he said, “Let’s be safe, let’s double it”. So, we picked a 50 mg dose to do these studies.  We gave people 50 mg once a day, chronically, and gave them morphine four times a day and, then, withdrew the morphine, showing really no withdrawal and they were exposed to large doses of morphine.  So, it was an effective blockade.  This was done about 1969 or ‘70.  I have memories of this, because we published our findings. Then people wanted to know how the dose of 50 mg tablets was standardized because when it went on to development, the 50 mg dose became the dose.  It was actually never standardized.  .

LH: Lucky hunch.

DJ: That was a very interesting time in history, because it opened up research in many areas.
LH: Of course, naltrexone has all the qualities of a perfect drug for treating opiate dependence and, yet, it had very little impact on the field, because people won’t take it.  

DJ: The other thing we worked on was the relationship between narcotics and asocial criminal behavior.  We were dealing with people you would call psychopaths in the old days, now, you call them character disorders, anti-social personality disorders, and we were interested in their response to morphine. We knew we could change the personality of these people with morphine, make them feel much better and be much nicer people.  We were interested in general in a biologic approach to the concepts of addiction.  And, we did interesting experiments, which never got clear recognition.  We hypothesized that there was a, what you might call a state or a trait, which made these individuals much more susceptible to morphine.  

Science is affected by the society. We had, in the last century, beginning in probably the 1860s or 1870s, the growth of the Abstinence Movement, the Prohibitionist Movement. It hit its’ heyday in this country, in the 1910s and ‘20s.  First we prohibited alcohol. Then the prohibition came for narcotics.  We reversed the prohibition of alcohol but we didn’t reverse the prohibition of narcotics.  So, the prohibitionists found their home in the narcotics bureau.  I was struck by listening to General McCafferey talking about marijuana and the idea that the original marijuana laws and the prohibition of marijuana was really in many of the states used as an alternate to alcohol. We had another thing, which was an outgrowth of this, which transcended everything; it was the idea of Marx’s philosophy that all evils of man are due to economic and social conditions, so that addiction was really a social problem, a social and economic problem.  If you took people and put them into the right sort of job, sent them to school, they would change their behavioral response.  Those of us, who looked at this, realized that psychopaths or sociopaths, suffered a great deal, but it was not entirely in response to their environment.  Environment contributed, to their suffering, but there was probably something else there as well. We’re now ending that an era.  I think this era of Marx’s philosophy has passed. Our friends in molecular biology, I think, are going to the opposite extreme where everything is considered genetic. 
LH: Well, it’s interesting that you bring up the Prohibition Movement.  After alcohol was legalized, it still persisted in having an effect on the classification of other drugs.  You think things would have been different if marijuana had never been declared illegal?

DJ: Yes.  I think that marijuana was controlled on the basis of two hours of hearings before Congress and it was controlled because a number of states in the southwest and the northeast had already controlled it at a state level. 
LH: It was a low class drug.

DJ: Yes, a low class drug.  In the northeast, it was used as a possible alternate to alcohol; it was used by the Mexican laborers.   It was a very short hearing.  The interesting part of it  historically was that the AMA thought there was enough evidence to control it but not to prohibit it, but they were shouted down, so it became a controlled, basically prohibited drug.  Now, we live with this and people ask us, as scientists, to defend the decision which was made, in terms of science, and there’s an inconsistency; you have to tell people, that there are inconsistencies in the world.  Life’s not fair.

LH: Well, we get locked into a frame of thinking and it’s hard to break out of it .I suppose, that one is one of the best examples. The twenty-five year old war on drugs seems not to have been very effective.

DJ: Again, going through the 1960s and ‘70s, people were convinced that there could be a social solution. I think we, now, accept much more, that we people are varied and, in terms of brain chemistry and some of us may be born with a tendency toward anxiety.and some of us may be born with a tendency toward depression. But we don’t approach addiction yet in the same way. Many of us believe that addicts, have personality disorders, impulsivity, low mood states.  They have poor self-image and I think it shold be a mission to develop an appropriate pharmacology for these people, but we don’t do it.  
LH: So, there is an addictive personality?

DJ: Yes.  Well, I think there’s a propensity towards addiction.  You know, you take a number of people and expose them to any sort of drug that’s reinforcing, some are getting into trouble and other people are not going to get into trouble.  What distinguishes those who get into trouble from those who don’t get into trouble?  What is different about them that get them into trouble?  If you look at those people we used to see in prison. We see personality disorders and we all know that the addict sociopath with an antisocial personality disorder is the one who causes havoc.  And, we tend to separate those people from the “recreational user” and from those who get addicted in the course of treatment for pain. I don’t know whether they should be separated. Obviously, certain people, if they’re exposed, will get into trouble with the drugs. Most kids during their college years drink and consume huge amounts of alcohol, and some, probably, do drugs, but then they reach maturity. When they get to be twenty-three or twenty-four, they’re out of college, stabilize and all of a sudden they don’t do it any longer, because it makes them fat or just don’t want it any longer. And, they change their drug taking behavior. Yet, some don’t change and persist.  What makes the difference?  Is it entirely environment?  Is it genetics?  Is it induced behavior?  Is it learned behavior?  I have no idea.
LH: Well, it’s a tough problem, but I don’t think anybody had much more experience on the pharmacology of these drugs and in searching for drugs to prevent heroin abuse or prevent cocaine use, as you do. Should we go the methadone route, a drug that substitutes, or should we go to naltrexone route, a drug that blocks the pleasue? 

DJ: I think there are other alternates now than those.  But, most of our current drugs for heroin and opiate treatment emerged out of the research at Lexington. We have now dzugs which would modify the opioid receptor; we have drugs which act as an agonist or drugs which act as anantagonist at the opioid receptor. Then, people would argue with me; that if you take an addict sociopath, and give them opioids, are they better off on the opioids or off the opioids?  In the   methadone program we are using a µ receptor agonist. But we measure efficacy from methadone in terms of retention and treatment.  We don’t measure efficacy in terms of the changes we produced in the individuals.  To me, one of the great lapses in our field in reflecting back on this, is that this idea for using drugs for opioid addiction, and using antidepressants, both emerged about the same time in the early 1960s.  Nobody would approve the use of an antidepressant without a placebo controlled study showing its effectiveness. For an antidepressant you have to do a placebo controlled trial.  We have a large number of antidepressants and we know that antidepressants work.  This did not happen with the treatment drugs for opiates. The idea of doing controlled studies was resisted.  Methadone, you know the story as well as I do, was approved, originally by the FDA on the basis of clinical experience and not controlled studies.  I think this has hurt us in this area.

LH: Well, there are some things like historical controls, and I think the evidence for the historical control with methadone has been pretty good.  Well, everybody’s looking for the magic bullet for cocaine but, so far, no luck.

DJ: Well, I think we sort of switched as to the way we look for treatment drugs.  At least, with cocaine, we have a hypothesis that the reinforcing effects of cocaine are dopamine related; the hypothesis that cocaine is a dopamine reuptake inhibitor; therefore, the excess dopamine is what’s responsible for its reinforcing effects.  Therefore, to find a cocaine treatment drug, we look for an antagonist to dopamine.  So, we’ve been looking for dopamine antagonists. Whether this will result in a cocaine treatment drug, I don’t know.  Whether you can find a drug, which is a selective dopamine reuptake inhibitor or blocker, that will be an effective cocaine treatment drug, I don’t know.  
LH: You were one of the first people to study buprenorphine in humans.  Where do you think that fits into the treatment schedule for opioid dependence?

DJ: Buprenorphine was a very interesting drug; the idea was to get a partial agonist to substitute for methadone? Methadone does everything that heroin and morphine do including producing respiratory depression, respiratory deaths.  We also knew that it was awfully hard to get off methadone because the withdrawal syndrome was much longer lasting than the withdrawal syndrome of heroin. So, buprenorphine came along as an analgesic to be assessed for abuse potential.  And, I remember this very clearly, because it had like naloxone, naltrexone and cyclazocine, the cyclobutylmethyl substitution. And we were doing dose ranging studies in our addict volunteers.who used to have jobs and I remember one individual who used to work as a clerk who on the next day after he was given the drug looked at me and said, “You know, Doc, I still feel that drug”.  Buprenorphine was a partial µ agonist which was orally effective and had long lasting effect that could be used as an alternate to methadone. It also had limited physical dependence capacity and lessened ability to produce respiratory depression as a partial agonist.

 I thought that the use of methadone was the wrong way to go.  Buprenorphine was a drug which clearly had lesser potential to create public health and social problems in toxicity. It could also be used along with other psychotropic drugs, to treat people, for example along with antidepressants and along with antianxiety agents.
LH: Having been one of the first to study naltrexone, would you have ever predicted that it might become more sold for treating alcohol dependence rather than opioid dependence?

DJ: I missed that; sometimes in retrospect, you realize you’re a dummy.  But the Medical Director of Endo, Ralph Jacobson, told me a story that there was a navy aircraft carrier, which was out in the ocean, and one of the men on the airraft career was found comatose and when they injected him with naloxone, he woke up.  And, he swore that he hadn’t done any drugs.  All he had done was drink the medicinal store of alcohol.  Bill did a study and we knew that naloxone will reduce some of the effects of barbiturates. And, there are a number of people, who had tried naloxone, primarily to antagonize alcohol and barbiturates, but they were “vague” experiments.  The findings weren’t really clear, one way or the other. The findings with naloxone in opiate addicts is really striking, because you have somebody who’s experiencing opioid agonist effects and you give them a dose of naloxone and those effects are gone.  It just reverses it.  You could never get a complete reversal in case of barbiturates as you get with the opiates.   

LH: Well, Don, you’ve always seemed like a veteran in this field and, yet, you’re still a fairly young man.  I expect you have many more years of productive life.  .

DJ: It’s been interesting. And, the changes, what I see, since we have stopped as a group, training clinical investigators, is, that now it is molecular biology. The problem is that molecular biology, which does wonderful things, sometimes doesn’t necessarily mean it’s going to work in a disease state or a clinical situation.  So, I’m still active as a clinical investigator and my services are in demand. And, I’m beginning to see that most of drugs in medicine came about from somebody fooling with the drug and trying it at some disease state.  Chlorpromazine is a classic example. Chlorpromazine, benzodiazepines and all of these drugs came about because somebody tried it in a diseases state.  It’s been fascinating to watch people develop drugs which effect for example agonists, serotonergic agonists or antagonists.  But to develop these drug they have to run a dozen or two dozen clinical trials in different sort of disease states. I think we’re beginning to see people getting back into clinical investigations at the human level.  That’s my view. And, there aren’t many of us left, who do these human pharmacologic experiments.
LH: You don’t have to convince me.  I’m a human pharmacologist, myself.  Well, anyway, among all of your other credits is the fact that when Lexington had to close and move to Baltimore, it was you who shepherded the Addiction Research Center from one location to another and did it with enormous success, far more than some of us would have predicted.  

DJ: It was another interesting part of history, if you like stories. Bill Martin, once it was clear that Lexington was closing, did not want to leave.  So, Bill became Chairman of Pharmacology at the University of Kentucky, so I was made Director in about 1976 or ‘77.  And, then, I spent the next two years getting a move from Lexington and finding a home, which is another story.  I became a bureaucrat, an administrative bureaucrat.  But, there was one interesting thing, which happened at the time which I thought, at the time, was really a straightforward trivial experiment.  The very simple idea was that heroin affected less than one percent of the population but that cigarette smoking affected fifty percent of the adult population.  And, the Institute wasn’t doing anything about smoking.  I think Avram Goldstein was on the council, then, and wanted them to do more, in terms of research activities in this area.  So, it was the idea of doing research with nicotine at the Center. The issue was that at the time the Cancer Institute was getting all of the money for cigarette smoking and Bill Pollin, as an institute director of NIDA, wanted to get some of this money for research. So, he sent a memo on this to us and I suggested that we should study the abuse potential of nicotine as a lead to define addiction to nicotine in terms of a behavior.  It was quite obvious that there were certain people who had a compulsive use of tobacco, who couldn’t stop, and by that definition, nicotine was addicting.  The question was, whether the mechanism of nicotine addiction was similar to the mechanisms that underlie the addiction to opiates and other drugs.  So, I started with this project. At that time, most people didn’t think nicotine was an addictive drug.  Smoking was a habit.  And, the first thing I did was to recruit Steve Goldberg, who had been a pharmacologist up at Harvard. Steve was expert on monkey self-administration and he showed that nicotine was highly reinforcing for self-administer.
LH: Were these the first self-administration experiments with nicotine?

DJ: There have been others, but these were the first to show that it had a reinforcing property.  Then, we moved up to Baltimore and I had rebuilt the lab and the first experiment that was up in Baltimore was as a request from Bill Pollin. Bill said, “We’ve got all this stuff about clonidine in opiate withdrawal from Herb Kleber’s Yale group and a lot of people don’t think it’s real”.  So, I set up a controlled study of clonidine vs. placebo in opiate withdrawal. And, then, my friends down the hall, George Bigelow, Roland Griffiths, and Maxine Spitzer, had been doing some stuff on cigarette smoking wuth a guy named Jack Henningfield.  So, I said, “Jack, you want to come and have a Fellowship with me in Intramural Research”?  He said, “Sure”.  SoI said, “We really should do something about nicotine’s reinforcing effects”. The first thing he did was review the literature and wrote a paper showing how nicotine and heroin were similar in what they did.  We got some pure nicotine, from a reference lab and we would put nicotine in a solution and did a rising dose response curve.  We’d give nicotine by injection, in the vein and what we discovered was that it was a very short acting drug. But we also learned that its effect was similar to the effect of cocaine or heroin.  Now, these were addicts, who’d had intravenous experience, and we’re giving them nicotine. So, we must have done a hundred people, this way, over the years.  So, in the next experiment we tested whether one of the trace amines in nicotie use was a sort of pathway for amphetamines.  I had written a protocol and gpt an IND to do phenethylamine infusions in humans.  And, as it happened, when we moved up from Lexington I said, “Jack, let’s see if people will self-administer nicotine. So, we took people, who were smokers and we sat them in a room for two or three hours and we put the catheter in the vein, hooked up to a syringe, and to a lever. So, we did that with these people and it was amazing. Almost all of them pretty soon were injecting nicotine, just like puffing on cigarettes.  So, we clearly produced these results and showed nicotine was reinforcing. We had a scientist from Japan, my friend, Tomogi Onagida, and we arranged for a young man to be trained in clinical research, a Japanese fellow and this young man was measuring the effects of nicotin on blood pressure, heart rate, pupils, and subjective feelings. The problem is, if you give a dose of nicotine, the central effects are gone within two minutes.  The blood pressure effects will last longer and the plasma levels last even longer, but the central effects are very short acting.  So, it’s a very hard thing to measure effects, which last one minute., But we worked out this project and published the paper and showed that nicotine was typically reinforcing and that it produced changes in the the same scales as heroin. Then, we did studies in which we measured self-administration and subjective effects. And, it is to Bil Pollin’s credit that we have a scientific basis for saying that cigarettes are addicting.  I don’t know why Bill had such an interest in smoking, but he did take this as his life’s work.and on the basis of data, he got, eventually, on the package that cigarettes are addicting. And he really led this battle up through the Public Health Service with Congress about the addiction potential of nicotine. And, ours were straightforward experiments, which had been classic abuse potential experiments we had done with dozens of drugs.
LH: Well, it’s too bad that your message didn’t get across to some high ranking politician, but that’s another matter.  Anyway, it’s been great talking to you, Don, and I’m sure you’ve got, as I said at the beginning, you’ve got more experience, with studies of humans in taking substances that could be abused, than almost anybody alive, now.  And, I hope you continue your great work for a long while.  Thank you.

DJ: Thank you.  It’s been a pleasure.

( Donald S. Jasinsky was born in Chicago, Illinois in 1938.








