	[image: image1.jpg]



	on-site media transcription services


NANCY CAMPBELL/ADDICTION RESEARCH/ROLLEY E. JOHNSON

Page 55 of 55

NANCY CAMPBELL

SUBJECT:
ADDICTION RESEARCH

INTERVIEWER:
NANCY CAMPBELL

INTERVIEWEE:
ED JOHNSON

SOURCE FILES:
THOMAS CROWLEY AND JOHNSON 1.MP3


ED JOHNSON 2.MP3


ROLLEY (ED) JOHNSON 3.MP3

LENGTH:
109 MINUTES


NANCY CAMPBELL:  Please describe the pathway that you took to get into this field. How did you become the pharmacist at the Addiction Research Center in Lexington, Kentucky?
Ed Johnson:  Like a lot of other people, my pathway was rather circuitous. I graduated from the College of Pharmacy at the University of Kentucky in 1971, and started in the Indian Health Service.  Vietnam was going on, and I decided I’d rather be an officer in the U.S. Public Health Service than a private in Vietnam.  That way I would be assured that I could practice my profession.  Otherwise I might be a medic in Vietnam.  During that time in the Public Health Service, in the Indian Health Service, I was part of providing primary healthcare to Native American Indians in Crownpoint, New Mexico.  In 1974 I published a paper on the pharmacist’s role in the delivery of primary healthcare.  That was right about the same time that nurse-practitioner and physician-assistant-type positions and HMOs were starting to be developed.  I actually interviewed with some HMOs that were starting up at the time. A doctor in Arizona picked me to come and work with him, and tried to get me moved there.  The government has rules - you don’t pick just somebody and have them come to another station.  So a committee selected a person who had an advanced degree.  I only had a B.S. at the time.  Then I decided to go back to school and get my Pharm.D. at the University of Kentucky. I grew up in Western Kentucky. The U.S. Public Health Service moved me from Crown Point, New Mexico, to Lexington, Kentucky in May or June of 1974.  I was allowed to go to school during the day. I had to work my eight hours, so I usually got there around 6:00 a.m., went to classes in the middle of the day, then came back and finished out the afternoon, then went home and studied.  It took me about six years to do what I could have done in two to three years.

At that time I was intending to go back to the Indian Health Service, to show individuals how to do what I was doing in primary healthcare as an area director.  But this was the early ‘70s and civil rights legislation had come on in the ‘60s. There was something on the books of the federal government called the Indian Preference Act, which never had really been noted until after the Civil Rights Act passed.  Basically the chief of U.S. Public Health Service Pharmacy came to me in Lexington and said, “Unless you can prove you’re a quarter Indian, I’m going to have a hard time getting you back into the Indian Health Service as an area director.”  Not into the Indian Heath Service, but in the position I wanted so I could influence other people in doing what I was doing.  He was a high-ranking officer, so everyone came running to me to ask me what he’d offered me.  That’s when I made a decision.  I’d developed an interest just by going to seminars about addiction.  I’d met people like Abe Wikler, Harris Isbell, Bill Martin, Don Jasinski, Chuck Gorodetzky.  Dr. William Martin had recruited me.  He didn’t retire until about ’76 or ’78 to go to the University of Kentucky.  Then Don Jasinski became the director.  He was actually on my committee.  After the Belmont Report came out, we knew we were going to have to reestablish. The Belmont Report codified the protection of human subjects, but it never said prisoners could not participate in federally sponsored research.  But there was a director of the Federal Bureau of Prisons named Norm Carlson who made an administrative decision that federal prisoners would no longer be allowed to participate in federally supported research.  That meant that the Addiction Research Center had to find another subject population because up until that time it had been recruiting its subject population from the prison system, Leavenworth and other prisons.  

NC: Was the pharmacist position new at the ARC?

EJ:  The reason I went there was that NIDA had been formed. The ARC had been a part of NIMH. The ARC had been getting their pharmacy services from another part of the facility, and Bill Martin wanted his own pharmacy services for control purposes.  Basically he wanted to get what he needed done, and to make sure he had what he needed.

NC:  What exactly did the ARC need you to do?  

EJ:  Basically, I compounded medications for their studies.  My first introduction to buprenorphine was compounding it for studies for human subjects in Jasinski’s studies. They had set up two separate pharmacies, one that was the NIDA pharmacy, and the other one that was over in the other facility, which had been a part of NIMH and later became part of the Bureau of Prisons.  Lexington was a minimal security prison, but they had a pharmacy.  Prisoners were relocated there who had had a sentence related to the drugs that were under study.  A person who had abused opiates could not be on a stimulant study, for example.  People were recruited on the basis of their drug of choice or what they’d been convicted for.

NC:  Can you tell me what the other protocols and rules were like? 
EJ:  The interesting thing was that there was always these locked doors.  You’d walk down the hallways, and the only way you could really tell the difference between the staff and the inmates was one had a set of keys on their belt, and the other one didn’t.  A lot of the inmates actually worked on the studies.  One inmate worked in the photography department, developing all of the crafts and things, before the day of the computer.  They’d sit there and draw out figures that would take days that you can do now on a computer within minutes.  I remember one individual there who we all got close to.  He basically became part of the staff.  He was the photographer and he came to all of the birthday parties or Christmas parties.  He felt like a part of the staff, and we treated him as part of the staff. I remember the day that he left.  We never knew exactly what day any prisoner was going to be transferred because that was basically a security measure within the prison system.  All at once one day a bus would drive up, and either bring some people in or take some people out.  Those people were told when they were leaving, and the word would start going around the place that so-and-so was leaving.

I remember this person leaving, remember it well when he left.  It was a sad occasion for him and for us.  You see somebody who hasn’t been shackled in all the time you’ve been working with him, and all at once he was shackled to be put on the bus, in chains.  You could see in his face the embarrassment he felt.  It was an experience that I never had before.  I’d never experienced that environment before.  Most of the time you weren’t really thinking of it as being a prison except you knew the guys couldn’t get out.

We played softball with them.  We had softball games and other recreation where the staff would play the inmates. I remember one guy was playing shortstop, and he was probably the best athlete on the inmates’ team.  He threw it over the first base for an error and one of his teammates was heckling him.  Then some guy said, “Oh, leave him alone, he’s got another five years to get it right,” talking about his sentence.  They’d pull pranks on us.  One day I was standing inside of a little Dutch door where they’d come up and get their medication.  The staff was sitting there, and one of the psychiatrists was standing at the door.  A guy walked up behind him and put his finger next to his neck.  We could all see it was his finger.  The psychiatrist knew pretty well that it wasn’t really a knife, but I remember the psychiatrist said, “You’d better take somebody else.  You don’t want to take me because they don’t care what happens to me.”  That was the kind of banter that went back and forth.  I have those kind of memories.  But at the same time, I was going to school, working on my degree, and that was my real interest at the time.  But as I sat and started to listen to and interact with people like Bill Martin and Don Jasinski and Abe Wikler and Frank Fraser, who had been there and retired, and it didn’t take me long to recognize that these guys were giants in the area of drug addiction and abuse. I tried to listen and learn.  
I can even remember walking down the hallway, going through a number of doors, when Bill Martin was working with Paul Gilbert and some of the other staff on a paper that was finally published in JPET, which described the opioid receptors.  Martin had named the mu, kappa, and sigma receptor using whole animal pharmacology to describe them.  Other people like Kosterlitz and Sol Snyder had been doing binding studies which identified those receptors.  The sigma receptor was later shown not to probably be an opioid receptor, and you now have a delta.  But I can remember walking down the hallway sometime during that period.  Somebody was facetiously saying, “Do you know what the receptor of the day is?”  I said no.  He said, “Today is kappa.”  That was the first time I heard of the kappa receptor.  

NC:  How did the multiple opiate receptors come out of whole animal studies and clinical observation? 
EJ:  Martin was an individual who I believe should have had a Nobel Prize.  If you read his works, and some of them are in obscure places, he was ahead of his time.  It’s quite sophisticated to be able to take animal models and be able to describe receptors.  It is not nearly so sophisticated to take machines and put some kind of isotope that lights up so you can identify the receptor.  I don’t want to downplay that, but it’s something different when you take a live organism and do it that way versus doing it in a wet lab.

NC:  What do you think allowed Martin to do that?

EJ:  The ARC was a very tight group.  CPDD basically started with a Michigan group, the ARC group, and a group from VCU.  I can remember coming to the ARC and hearing that everyone was going to the Committee on Problems of Drug Dependence.  That was the big, big event of the year.  Everybody was running around, hustling to get their data and trying to get their reports in.

Bill Martin did a lot of things, and one thing he did was protect his scientists from an administrative perspective.  He was a thinker and a doer, but he also surrounded himself with people who could carry through and had ideas of their own.  He was a very dominant individual who stood about six-foot-four.  I always had difficulty calling him Bill Martin.  I couldn’t do it until I was probably 40 years old, and he actually said I was an expert in something.  I thought, well, if he can say I’m an expert in something, surely I can call him by his first name.  I had a lot of respect for him.   Everybody did.  He ran a tight ship, and he was dedicated to understanding addiction. He was a person who had the vision and understanding to build on each piece of information.  Like with all science, it’s not the experiment that comes out exactly the way you think it was going to come out, but when something happens different, when either the organism or the individual responds differently, and you ask, well, what made that person respond differently?  What was different?  How can you then systematically assess that?  
Martin’s home was very modest.  His transportation was modest.  He was dedicated to what he was doing and few people are willing to give that dedication.  The people who make the greatest contributions are oftentimes people who are willing to dedicate that much of their own life to it.

NC:  Can you tell me what Frank Fraser was like?

EJ:  He’s the person who told me, “Listen to what the subject tells you.”  That’s the difference between doing human and animal research.  The animal can’t talk to you, but the human can.  That’s the thing that I’ve always taken with me, in all of my research, to try to listen to the individual who participated in the study.  Again, you are looking for things outside of what you’re directly looking for at the time.  You have to try and figure out why something happened that you weren’t really expecting. 

For example, Jasinski and I thought at one time with buprenorphine that the maximum response? you could get out of buprenorphine was with two milligrams parenterally. Now we’ve gone up to doses of 16 and 32 milligrams.  You get ceiling effects somewhere between 8 and 16 on different measures.  Those things change.  Now I look back at all the buprenorphine work that I did with Don, after I left the Intramural Research Program and went to Hopkins.  I can remember giving the first dose of 16 milligrams of buprenorphine, which is a common dose now.  But at the time we’d gone where nobody had gone.  It was highly potent and we didn’t know what to expect.

What led to a lot of my clinical research was some studies that Don Jasinski and I did in collaboration with George Bigelow, Maxine Stitzer, and Warren Bickel at Hopkins. I developed a real keen interest in buprenorphine even as a pharmacist at Lexington because it’s what’s called a [Cittert ph 10:55] ion, which means it’s charged at both ends.  It would precipitate out at a low pH.  It would precipitate out at a high pH.  I had to try to get it into solution and make it remain in solution.  I was limited because Martin only wanted the active ingredient.  He wanted very little of anything else that could be pharmacologically active because he didn’t want to interfere in any way with what he was trying to look for.  Solubility problems were more difficult because you couldn’t use everything that’s in the stock to do it.  I was fascinated by buprenorphine, too, because if I had glassware that even had an etching on it, it would start to precipitate out at certain concentrations.

We noticed another interesting thing when we started giving it to the study participants in Jasinski’s first study.  They’d get it in the morning about 8:00 a.m. but in the afternoon they would tell you that they felt the drug again.  It would be enterohepatic recirculation.  It fascinated me that a medication could come back around and have that delayed effect and such a long duration of effect.  I became interested in opioids.  To get a Pharm.D. you could have a specialty.  I did special projects looking at urinalysis of six keto-opioids.  I also took part of the MBA program along with my Pharm.D. program.

One of the things I did was develop the first operating procedures for the new Addiction Research Center in Baltimore.  That practical work was instead of doing a residency.  Thank goodness people allowed me to do that because I had two children, and I didn’t want to become a student again.  
Martin and everyone had tried to bring local subjects into the ARC facility in Lexington.  Local volunteers.  Basically there were no addicts – except for alcohol.  Martin actually got one study done with alcohol where he used seminarians from a Baptist college that were supposed to be total teetotalers as controls.  I don’t know if they all were or not.  Anyway, we just couldn’t find the subject population.  Then they started thinking, well, let’s go to larger cities and get volunteers and fly them in and house them here.  But really the City of Lexington didn’t want that to happen because then you start to bring people in who were looked at as criminals. 
NC:  Was there much awareness of what the ARC was doing in the City of Lexington?  

EJ:  No, I don’t think so. I may not have had as much wariness as a pharmacist within the organization as I did when I moved out of the pharmacy.  When we moved the facility to Baltimore, I still ran the pharmacy, but I became the clinical director for the facility and worked with Don Jasinski.  He had been on my committee, was also my mentor in pharmacology, and he basically taught me design and execution methodology.  I graduated and got my doctorate of pharmacy in May of ’79, and we moved to Baltimore in July.  Serendipity is better sometimes than planning and that’s how my career has gone.

My understanding of that move was that they’d looked at a number of different cities as possibilities, Boston, even Alcatraz because there were federal facilities. At the time Baltimore had a dynamic mayor named Donald Schafer who was building up the Inner Harbor area.  He later became governor and is now comptroller.  He had an old City Hospital, a TB facility that had become obsolete about a year after it was built because INH, isoniazid, came along to treat TB.  He basically had a building sitting empty that was pulling the city down financially.  They ultimately ended up paying Hopkins to take the facility.  Hopkins took over the facility with a commitment to the indigent population that the city had been working with.  

Abe Wikler and Frank Fraser were leery of the Potomac Fever, as they called it, and they said you don’t want to get that close to Washington.  Out of sight, out of mind. They were leery of getting too close to the bureaucracy, because it would impede scientific freedom and scientific execution.  You might get mired down more in the bureaucracy than you would in the science.  I don’t presume to know their administrative structure.  I met Harris Isbell, and I met Himmelsbach, the previous directors.  The attitude was like the one Martin had when trying to protect his scientists and allowing them freedom to actually do their science and not have to worry so much about government rules.  He made sure he oversaw that things got done right. I don’t know how he was able to accomplish as much as he did.  He worried about the bureaucracy.  This attitude was part of all my learning experience.  I came there in ’74 and left in ’79.  And I was still a student, and I was running the pharmacy.  

NC:  Have you heard about the account of a study subject named Eddie Flowers, who was in drug treatment in Baltimore when an investigative reporter named John Marks found him?  He said that he was in studies at Lexington. His account was that he participated in studies just to get drugs.  

EJ:  They got small private rooms and TV.

NC:  Can you help me get a more accurate sense of what it was like for participants in those studies, what the rules were, or why they participated? 
EJ:  If you were on a study, you had to follow the protocol, you had to be in the dayroom instead of being in your bedroom so you could be under observation.  One of the measures we used that was an objective measure that has always been sensitive to opiates, pupillary diameter.  There was a special room set up so people could come in at a specified time fill out forms.  It was called “being on the sawmill” when you were doing psychometric tests, because you’d use pencils and go down to another floor from where the drug studies were done.  Sometimes they were done under the influence of medication, or they could be just done when you weren’t under the influence of medication.  But the psychometrics tests were validated there systematically.

NC:  Was there a voucher system or a point system for participating in the studies? 

EJ:  There wasn’t a point system for participating in the studies. People basically got a certain amount of good time. That was by the prison edict and not ARC.  I always felt very strongly, and I still feel very strongly, that they took a right away from prisoners. When you come to the Belmont Report, I think it’s appropriate to make sure you have a prisoner advocate on an IRB. But to say just outright that no prisoner should be allowed to volunteer is taking away a right instead of for protecting a right.

There are different sides to it. How free are you to volunteer? How much coercion or how much seduction can be used because you can look at those private rooms, and you can look at the different things that subjects got – and that’s seduction.  Nobody put a gun to anybody’s head and said do it. But if you knew you were going to get a room, even though it may only be three feet wide and six feet long, but you’re not sharing it with four people, that certainly could be looked at as seduction.  If you have a private TV that you can watch any station you want and don’t have to watch what everybody else is watching, that certainly can be looked at as seduction. There are always choices to be made in everything.  There’s seduction in everything we do if you stop and think about it. Life is like that.  In the real marketplace you’re trying to seduce people into buying what you’ve got or doing this all the time. It’s hard to reconcile that in a prison situation, so the easiest thing was to just say they can’t do it.

NC:  Do you think that the research that was conducted at Lexington was ethical research? Were the conversations about ethics just different? 

EJ:  Research, like all things, evolves.  Even my ethics in my own research evolved.  Every time I did a study, I would do it as ethically as I could at that time.  If I could figure out new methodologies that would make it even more ethical, and I could do that in a way that would be scientifically valid, that’s what I would try to do. I was first author on the first pivotal study for buprenorphine, now sebutex and suboxone, which was published that in JAMA in 1992.  In that study I used a 20-milligram dose of methadone and a 60-milligram dose of methadone and an 8‑milligram dose of buprenorphine.  A lot of studies and issues went into that.  I developed that study when there wasn’t even a medication development division within NIDA.  I developed it with the intent of having it someday be used as a pivotal study.  I tried to learn enough about clinical trials and clinical trials design to make sure it would stand scrutiny.  Not knowing all good clinical practices, not being trained necessarily in good clinical practices, I tried to understand them well enough that I could make sure that study could stand the scrutiny of an FDA audit in the future. I consulted with Frank Vocci, who was then working at the FDA, and who is now the director of the NIDA Medications Division.  We selected the 20-milligram dose.

First I started with an 8-milligram dose of buprenorphine and a 60-milligram dose of methadone because that was a standard maintenance dose. The problem with that study would be, if I showed no differences between 8 and 60 milligrams of methadone on my outcome measures, was the population sensitive to my intervention, because I have no control group.  What’s the right control group?  I used a 20-milligram control group because at that time I think it was somewhere between 25 and 35 percent of all the people in the United States were getting treated with a 20-milligram dose or being detoxed with a 20-milligram dose.

We did that study and it showed sensitivity.  Basically it showed buprenorphine being roughly equal to 60 milligrams of methadone.  If you just looked at the bare raw data, in some cases it looked better than 60 milligrams.  But both of them were significantly better than 20 milligrams of methadone.  I like to think that did two things.  There have always been debate in the addiction literature about the dose. Most of the clinical trial methodology did not have a wide enough gradation between doses to show dose effect.  What I’m saying is, if you take everybody at 40 milligrams and below and everybody at 41 milligrams and higher, and you don’t control for how many are around the 40, it takes a heck of a lot of subjects to ever show a difference between that – from zero to 40 and from 40 to 80.  So what you say is there’s no differences.  If there are no differences, everybody would try to dose to the lowest dose.  Why give more if there’s no differences with the higher dose?  That was the attitude.  My philosophy in pharmacological studies was that you need at least a threefold dose difference to show differences, 20 versus 60, for example.  That’s a rule of thumb that I’ve used in pharmacology.  If you get the doses too close, they’re not going to show a difference even though there may be a difference.  They might show a difference if you did thousands of subjects and had good enough controls.  But from an ethical point of view I think science should answer the question with the least number of subjects necessary because those are the subjects that are going to be put at risk.  To me what is ethical is putting the fewest people possible at risk to answer the question. NC:  Is that contrary to the dominant belief about large-scale clinical trials?

EJ:  That may be a belief that’s changing.  So I did that study and then I retired from the government and went over to Johns Hopkins. I did a study there because I knew that the best controlled studies that the FDA accepted were those that were placebo-controlled.  You can’t do a placebo-controlled in an addicted population because you have a proven therapy.  That’s another issue of placebo control.  The way we were able to do it placebo-controlled was that most people who come into a treatment have to get put on a waiting list.  They could be out there in the streets for weeks.  So we designed a placebo-controlled protocol where people who qualified for it came in automatically and started getting counseling, no matter what medication they were getting, as soon as they came in.  People could be on placebo for six days, and on the seventh day they could choose to have their dose changed.  They were told on the consent form that they would be randomized to one of three doses – placebo, two milligrams of buprenorphine, or eight milligrams of buprenorphine. People who were on placebo knew they were on placebo, and they bailed out just as soon as they could at a high percentage rate.  People on the lower dose knew they were getting something, so were they going to take a risk to get something more? This study only lasted 14 days. So what I was trying to do was put the window of the study within the window of when these people would not have gotten treatment anyway.  So is that ethical?  I would say that’s ethical but some people would say that was not ethical because you’ve got a treatment.  What I was looking for was to develop studies that would meet regulatory requirements and get a medication approved because I felt there ought to be alternatives.  Methadone’s a good alternative, but there ought to be alternatives.  I wasn’t alone in this design.  George Bigelow was the one who thought of some of the specifics as we all sat down and tried to design what would be ethical.  Because we wanted to make the strongest study possible from a regulatory perspective and we wanted to minimize risk.  I think that’s the ethical responsibility of the investigator.

NC:  So what would you say you learned about ethics at Lexington?  What about study design and research design?

EJ:  I didn’t learn that much about study designs at Lexington because, again, I was just being the pharmacist there and going to school.  I came away with the concept that you can do ethical studies in prisoners. The idea of doing research in prisons was that it was a controlled environment.  You knew exactly what you were studying.  People weren’t contaminating it by using other drugs. 
NC:  Do you think there were other drugs at Lexington?
EJ:  I never knew of any drugs being snuck in.  A few times the guys got drugs out of the nursing station and hoarded them.  One time we had to tell someone, you’re going to get cut off with nothing if you don’t give this stuff back.  We’re not going to taper you.  You’re just going to go into cold turkey.  One time down in the pharmacy where we had an autoclave, an assistant was sterilizing morphine injections by putting them in an autoclave after the solutions were made and he got a call from someone that said they were upstairs and wanted him to come up.  He got up there and they said, “We didn’t call you.”  It just hit him.  When he got back downstairs, there was this guy trying to reach in the autoclave and get these tremendously hot bottles out.  There is still drug-seeking behavior in prison.

To answer your ethics question, I’m going to describe what I did in a lot of dose response studies.  Some of my studies, particularly the ones with Eric Strain at Hopkins, have helped push dose levels up. I don’t know if society recognizes that.  We may be patting ourselves on the back.  We did dose response studies, for example, with LAAM, showing that higher doses were better.  As a pharmacologist and as a person who believes in treating to effect, I might not have thought low doses had as much benefit to the patient as other people might.  But I had to prove it.  As I’ve always said, clinicians can say whatever they want to say, but scientists have to prove what they say.

Then I went on to a study that was eventually published in the New England Journal of Medicine.  Again I had a 20-milligram group.  But in this 20-milligram group I had an escape, a clinical escape.  I built a clinical escape in it.  So at six weeks, if you weren’t doing well on the 20 milligrams of methadone in the control group, you were blindly moved into the high-dose methadone group, which could go up to a hundred milligrams.  At the end of that study, between 65 and 70 percent of all the subjects who entered that study, completed that study.  That’s pretty high for a double-blind, randomized study.  People don’t know what they’re getting, and they don’t know what dose they’re getting.  I like to think that at least two of those studies, the placebo study and the 20-milligram group study were both strongly supportive or pivotal studies for getting the approval of buprenorphine in the U.S.

The other studies were fixed-dose studies.  The study that was published in the New England Journal of Medicine was a flexible dosage study because I’d already showed fixed-dose comparison.  Now I wanted to see if there was a difference between these medications in a clinical environment, where you have flexible dosing.  So we developed paradigms for making clinical decisions.  You still had to do it systematically, or you’d be elevating some people and not elevating others, and you’d make decisions based on bias and not science. We set up criteria. You might have had to request a dose increase, or you could have had a dirty urine, or you could be complaining of symptoms, or you could have a combination of those over a certain period of time that would automatically qualify you for a “dose increase.”  No matter what group you were in, you got a dose increase. I tried to make those pharmacologically equivalent dose increases between the groups.  I was deliberately trying to improve on the methodology and ethics of clinical trial design.   

NC:  When did you stop doing studies in order to move the ARC to Baltimore? 

EJ:  I believe it was December 31, 1976 when the last prisoner was transferred from ARC to another prison facility.  Between 1976 and 1979 we tried to reestablish a research program. Martin did alcohol studies, but it was a slow time around there and people were leaving.  It wasn’t a good time in the sense of morale. People recognized that if we weren’t successful in reestablishing the ARC there, their jobs were going to be lost.  The workload productivity dropped in the human research, but the animal facility was still going on full-fledged.  That didn’t stop and I presume that they were probably pushing more resources over towards the animal unit. The pharmacy made medications for the animal studies. 
We knew in the summer of 1978 that we were going to move to Baltimore.  Then you’ve got to get the building, you’ve got to get all the contracts in place, and you’ve got to get everything designed.  Once we get to Baltimore we had to establish the place administratively.  We had to do a lot of things under contract because only three of us went from Lexington to Baltimore.  So we had to develop and put into place contracts for things like laboratory services we got from the hospital.  That’s why we were there on a campus.  We tried to mimic the old ARC in Lexington, where the main hospital was next to us.  Now we looked at Baltimore City Hospital as being the old part, and we were a subunit sitting over to the side, which was the ARC.  You always use past experiences for future decisions.  
That’s where I first really started getting into any administration within the ARC, which was Don and Al Haines and Edie Crowder and myself and Chuck Hartzen.  As always the contractors were delayed.  We came in on July 4, about four or five of us. We had two basic, little office spaces where the five of us worked. Chuck Hartzen was an avid cigar smoker, and at that time you could still smoke in the workplace.  We put him over in the room by himself and the rest of us sat in the other office.  We brought in an administrative officer, Tom Vosco. We started building up the administrative structure, and we looked at nursing staff and hired a head nurse, who we had to train to monitor people. We used nurses basically as research assistants – they gave questionnaires and had things to answer.

NC:  What was your relationship like with NIDA?

EJ:  My perception was that it started to look like people at NIDA were trying to really control the ARC and influence a lot of things that I wasn’t always sure that they should be influencing, but I was on the periphery of that.  I’d try to get things done.  I think I was always a person that people would call upon to get things done. One of my responsibilities, for example, as the clinical administrator or clinical director was to set up recreational activities for people who were participating in the studies because they came in and stayed for a long period of time.  We already had subjects, but we had nothing for them to do. The government was supposed to have an impressed funds cache, so I went out and bought a hundred dollars’ worth of puzzles and things like that.  NIDA’s administrative officer came in and told me that I’d procured without authorization, and that I’d better never do it again. Another time Don left for Geneva and about five minutes after his plane took off, I got a call from NIDA wanting to know how many subjects we had on the ward.  It was micromanaging.  I don’t know all the politics that were going on. I was just starting to learn politics.  But there were politics.  I can honestly say that now, that there had to be politics going on.

NC:  Did you have sense that NIDA had the same respect for the ARC that it enjoyed when it was in Lexington?

EJ:  No.  No, my feeling was that this was a time when the ethics of prisoner research were evolving.  Responsibility fell to people who didn’t understand the ARC, and had never been to Lexington.  We were painted with a stroke of, you know, you’re the prisoner guys, the guys that do research on prisoners. 
NC:  Were there attempts to dissociate NIDA from the ARC? 
EJ:  Yes, I think so.  Here’s another example.  The administrative officer wanted me to put up these posters about personal development through treatment on the wards. An honorable thing, but most of these people weren’t there for treatment.  I think it’s always better to be focused.  Once you lose your focus, then you don’t know who you really are, and the staff doesn’t know who to follow or what to do.  Then you get divisions in the staff.  I always told my study participants, you’re in treatment research.  You’re not in treatment.  If you were in treatment, I would individualize your treatment.  But I can’t because you’re following a protocol and that means there’s limits to what can and can’t be done.  My attitude and ethics were that if I knew what I knew about my own study, and I was a volunteer, would I be willing to volunteer?  As long as I could say yes, that was my code of ethics.  That wouldn’t be the same code of ethics for everybody, but that was my own internal code of ethics.  I think everybody has to have their own internal tender.

NC:  How much was that split between research and treatment articulated in studies?  

EJ:  None of our studies at that time were really treatment studies.  I did treatment studies after Jerry Jaffe came in 1984, and I asked for resources to set up a treatment unit.  I saw the methadone 20, methadone 60, buprenorphine clinical trial as a treatment study.  Those people were seeking treatment.  Other people were not seeking treatment and either were former drug dependent or were dependent at the time and qualified for a study.  They might be seeking abstinence, and the study protocol may have been abstinence, but I did not consider that the same as treatment.  I didn’t even consider the treatment unit the same as community treatment because it’s being driven by a research protocol.  The focus was on research, not on treatment.

NC:  Had you known Jaffe before?

EJ:  I knew of him before, but I met him when he took the job in 1984.  Between 1979 and 1984 we brought Jack Henningfield on from Hopkins as our first fellow in Baltimore and he later became staff.  Scott Lukas came over.  We had several people rotate through.  Jasinski and I continued to work with buprenorphine, first looking at oral buprenorphine versus subcutaneous buprenorphine.  We gave doses like 10, 20, and 40 milligrams.

NC:  Were you pretty convinced that buprenorphine was the drug to champion?  
EJ:  Yes.  Jasinski once told me that I should get out of buprenorphine because I was going to become known as a one-drug person, a one-drug researcher.  I probably am, although I did some research for marijuana.  I have 75 publications on buprenorphine.  One of the papers I’m the most proud of is a monograph published in 1990 or 1991 that talks about buprenorphine in development for the treatment of opiate addiction.  I like to think that I helped push that forward and kept it on the burner.  It was a slow process.  After I decided that I wanted to be a clinical researcher, I didn’t want to do it just for my own ego. I always wanted to be first - if I’m playing a ball game, I want to win.  I want to do the best I can and if there’s competition, I want to be the leader.  Always in science there is some healthy competition within your own groups. I motivated the staff with that healthy competition, saying we want to do it the best and the quickest.

But that paper, which I circulated around the ARC, has probably never been read by more than maybe five or six people, and two of those are the authors.  But it laid out the systematic process we were going by in trying to develop buprenorphine.  I had an interest to seeing that going all the way through.  Don certainly had an interest in it but as director he had to have a more diversified approach.  So I focused on that and so to me it’s like a dream come true.  I tell people that I first started working with buprenorphine when my son entered elementary school, and it was approved for the treatment of opioid dependence when his daughter, my granddaughter, entered elementary school.  I tell people, you’ll either think I’m the most stupid person in the world or the most persistent person in the world.

Don and I tried to develop things systematically.  Could we give it orally? We found we couldn’t. Don had done his study with subcutaneous injections.  You never want to use the injection to treat because you want to get away from needles because of the conditioning issues.  One reason that methadone is effective is that it is orally effective, so you can move away from needles and decondition the person from the conditional response to the needle.  Once we knew we couldn’t give it orally, we went through other things.  I remember that John Lewis, the chemist who helped develop the medication and worked for Reckitt Coleman at the time, brought things into my pharmacy, and we looked at them.  We came up with oral preparations that would solidify.  If you didn’t drink them in two minutes, they would get too hard. I never knew for sure what that was going to do internally, but we looked at different formulations.  We figured none of them were going to work, but we gave it thought.  We realized we had to go the sublingual route because there was already a sublingual tablet used in Europe as an analgesic.  The problem was that the sublingual tablet was too low in dose, and Reckitt Benckiser, or Reckitt Coleman at the time, was not interested in developing it for the treatment.  So we got the pure powder.  We got the pure powder and would make up the formulations.

At that time Don and I were going up to 2 milligrams.  We did a study with Warren Bickel.  That’s where the collaboration with Hopkins started.  Hopkins came to us because there were only a couple places that had an IND to be able to use buprenorphine - one was at Yale with Tom Kosten and Herb Kleber, and the other was with me and Don Jasinski.  Hopkins didn’t have it so they wanted to collaborate. I was willing to give them that, but I wasn’t willing to just be a paper part of the study.  I wanted to be a full consultant and collaborator on the study.

So we did a study of withdrawal using 2 milligrams of sublingual buprenorphine solution against 30 milligrams of methadone.  Bickel was the first author on that paper. He is president of CPDD now, but at the time he was a postdoctoral fellow at Hopkins.  In that study we withdrew participants over weeks. During the study we did a hydromorphone challenge to look at the blockade while these people were still stable.  Actually 30 milligrams of methadone blocked the hydromorphone challenge greater than 2 milligrams of buprenorphine.  I looked at that and said, “Warren, if this is going to ever be good for anything besides detoxification, it’s got to have a better blockade than that.” I now refer to detoxification as “medical withdrawal” because I want to medicalize this condition.  We’ve got to change terminology. I acknowledge that you detox people from street drugs because they are not pure pharmaceuticals.  For example, I’m on a beta blocker.  If you suddenly stop beta blockers, you have a withdrawal response similar to what you do with steroids.  You don’t stop somebody on steroids abruptly.  You taper them because the body has a physiological response.  That’s what opiate addiction does, so we medically withdraw those people.  I never heard a person being detoxed from steroids or being detoxed from a beta blocker.
The idea with a blockade is cessation. The idea is that if you try to use, you get the reinforcing effects blocked, so that behavior is extinguished.  Warren and I came up with the design, and we worked off of George Bigelow or Maxine Stitzer’s NIDA grant.  We had to do a little coaxing to convince them that we should do a study looking at 2, 4, 8, and 16 milligrams of buprenorphine.  We took just seven subjects and maintained them on 2 milligrams for two weeks, then 4 milligrams for two weeks, 8 milligrams for two weeks, and 16 milligrams for two weeks.  Somewhere between day 11 and 14, we did a hydromorphone challenge using cumulative dosing.  We used a placebo, 6 milligrams of hydromorphone, and then 12 milligrams.  They were all given an hour and a half apart, which means that within an hour and a half you’d given 12 – 18 milligrams of hydromorphone.  An hour and a half later you’d get another one.  Within that hour and a half you’d given 18 milligrams, equivalent to about 125 to 150 milligrams of morphine.  That’s equivalent to about 75 milligrams of heroin, which is a darn good heroin dose.

We showed that when we increased the dose of buprenorphine, the response curve from placebo, like if this – if your [biaxis ph 01:05:27] here is high, how high are you, how much do you feel the drug; okay?  And this is 2 milligrams.  This is placebo down here.  This is the 6, and then this is 12.  Okay?  Now we gave you 4.  Two weeks later we challenged the same person and the slope of this curve continued to go down, which means they were getting more blockade with a dose of buprenorphine.  At 8 milligrams, you had a curve similar to this, maybe 15 or 20 degrees. You still get some effect at those high doses because you can break through.  It’s not like everything’s just sitting on a receptor and not moving so they can jump in there.

We didn’t get much difference out of 16 milligrams but we got a heck of a lot between 8 and 2 milligrams, so I decided not to use 16 for the first clinical trial but to use 8 milligrams instead.  By doubling the dose to 16, I would risk increasing the adverse side effects and I would get almost as much clinical utility out of 8 milligrams.  That’s how the 8-milligram dose was first determined.  Today we think that the bioavailability of the tablet to solution is about 50 percent. It varies from 30 to 70 or 80 percent, and it actually may get closer to 100 with chronic administration.  Today we think most people can be controlled on the tablet with 12 to 16 milligrams, which continues to work.  Even though we only started out with seven subjects, it was a pivotal study because we then started to develop those doses for clinical use.  
NC:  What can you tell me about the circumstances under which you left the government? 
EJ:  I had been told that as a NIDA branch chief I could no longer do research. I appeared to have a conflict of interest because I controlled resources and was doing research.  Now NIH requires any branch chief to do research, but then I felt like I was basically put on an island. They took all my clinical responsibilities away from me and gave me animal responsibilities.  Some people thought that I had a conflict of interest, that I was pushing resources towards that JAMA study and taking them away from other people’s projects.  I never did that nor did I see those people sleeping there at night, like I did when it snowed, to make sure that the studies got done the next day.  But that was their perception.  I’ve grown through that.  That was a maturing process but it hurt at the time.

I went to great lengths for other people, not for myself. That’s why it was so hard when I was accused of conflict of interest.  I knew what I’d done for other people. Once we were trying to get radioligands in from NIH main campus to Baltimore.  None of these things were going to kill anybody if the helicopter crashed because the half-life of them was 30 minutes. We had to fly them directly in.  It wasn’t like they were going to radiate the whole place.  One of the helicopters we’d been using forever didn’t have the right license.  We had a PET scanner lined up, and it’s expensive to get everything lined up. All at once procurement shuts me down because I can’t get a helicopter to bring it in.  So I get on the phone because I figured there was Air Force around, and these pilots had to be doing things to keep their licenses.  I was in the U.S. Public Health Service and at that time I was a lieutenant commander.  I got on the phone and said, “This is Lieutenant Commander Johnson, and I need a plane.”  

NC:  Was it your single-minded commitment to buprenorphine that troubled them?

EJ:  What motivated me was that.  I don’t know if people necessarily said that I was obsessed with it, but they perceived a conflict of interest.  Everybody said it was perceived.  Nobody said I did it.  I always saw myself as supporting the ARC, not supporting the director. I would have done as much for any director who was there.  I was doing it for the ARC.  One thing that the ARC had at that time was a real history and a memory and a commitment that shows through in some of the things it was able to be.  I would hope it wouldn’t lose that, but it lost its name because it wasn’t politically correct.  You lose a lot of other things when you start to lose that. One day I was over in the library at Hopkins and saw a young person Xeroxing one of my papers.  I facetiously said, “That’s a really good paper.”  They didn’t know who I was.  When I talk to people who are being trained at the IRP or Addiction Research, what’s called the IRP now, some of them may not even know who Bill Martin was.  That bothers me because they’re standing on the backs of giants and not recognizing it.  
I asked to go to the FDA as a medical reviewer for the nicotine patch.  I knew I wasn’t going to stay in that environment forever.  I went over to the VA in Washington and started doing some studies there with other people because I couldn’t do my studies at the ARC the last year and a half that I was there.  That’s the only time I actually felt like I worked for the government.  After I left the government in 1991 I went to the Behavioral Pharmacology Research Center at Hopkins.  

NC:  Can you tell me about your involvement with LAAM?
EJ:  I had an underlying knowledge and appreciation for LAAM, but became most aware of it when I was on the Drug Abuse Advisory Committee for the FDA from 1992 to 1995.  I was one of the people who voted to recommend to the FDA that they approve LAAM for treatment in 1993.  The FDA is not required to take the recommendation of advisory committees.  They only take it into consideration.  Peripherally I was involved with a usage study that the FDA required on LAAM prior to it being approved.  With FDA approval of LAAM I also recognized that, like methadone, it would probably suffer from the issue of what is an appropriate dose. 
One of my first clinical research studies was on dose comparison studies so that people wouldn’t spend another 20 years trying to decide whether or not low-dose LAAM was any different from high-dose LAAM.  We published that study in JAMA with Tom Eisenberg as first author and me as senior author.  We also published an induction paper from that paper because induction with LAAM is another issue because of long-acting metabolites.  Dr. Andre Jones was first author, and I was senior author.  I found LAAM to be a very effective medication.  I again studied it again in a paper that was published in the New England Journal of Medicine in 2000 where we compared buprenorphine, methadone, and LAAM because my interest was whether we could find different populations that would respond to different medications. 
I once said that I would love to come up with an algorithm for clinicians. Say a patient comes in, a 35-year-old white female with this or that history, or an African American male, or different scenarios of comorbidity, what would be the best medication? My good friend Walter Ling, who calls me his youngest oldest friend, said to me that I should give it to someone younger than myself to research because, by the time we found the answer, I wouldn’t be living.  But I had an interest in trying to do that.  It’s been very difficult to develop that type of algorithm.  It’s been made even more difficult now that we don’t have LAAM available.  But I really don’t believe that one shoe fits all.

NC:  How would you characterize the barriers to coming up with an algorithm?

EJ:  You need large Ns to be able to really tease out the differences.  If there are subtle differences, then you need large Ns.  If there are dramatic differences, you can have more power with smaller studies in the right designs.  We’ve always thought maybe adolescents, for example, who had not had a long history of addiction, might do better with buprenorphine because it might have less physiological withdrawal.  It’s a learning process.  Memory is involved in withdrawal.  You remember the last time you went into withdrawal, so don’t want to experience that again.  The more times you do it, or the more severe, the stronger the memory.  All of us believe in behavioral pharmacology that certainly memory has an impact on withdrawal.  The reason why I wanted to try this study was that it had all the characteristics of a well-designed, randomized clinical trial, and if we could we find really obvious differences, it would withstand criticism because it was randomized.

As I said when we saw the data and the results of the overall study, beauty is in the eye of the beholder.  There was something there for everybody in the study that was published in the New England Journal of Medicine.  If you were an advocate of methadone, you could find reasons to be a proponent for it and show where the study was effective.  If you had LAAM, you could also do the same thing.  If you were buprenorphine, you could do the same thing.  Then basically what we showed is that all three medications were effective in the general population, at least is what was studied there.

LAAM is effective in patients who you can treat with it.  The problem is that it’s metabolites are active.  Actually the parent compound has some activity, but the real activity comes from the metabolites, nor- and dinor-LAAM, which are long-acting.  You only have to only dose LAAM every other day or three times a week.  You don’t want to dose it every day or you start to accumulate, and you get into toxicity.  When it was looked at for analgesia, some of the people in the early studies went into comas.

Through scientific research, we’ve tried to find long-acting drugs so you don’t have peak and troughs where people are going in and out of withdrawal.  The longer the half-life, the more even that is. We achieve that now with technology in stead of doing it by the characteristics of the drug. We do it with the characteristics of the formulation.  The problem was the induction process, moving them up to a stable dose that could maintain them.  There were high dropout rates in all the studies early on.  We always speculated that was because of the slow induction due to the long half-life and the concern about accumulation. But once you had a person stabilized on LAAM, it was significantly better at sustained abstinence compared to methadone and buprenorphine.  It was a small-N study. 
Two things happened with LAAM.  In the United States, it came into the system still under the Narcotic Addict Treatment Act, which meant that it had to be approved in every state after it was approved by the FDA, which slows down the process of uptake and acceptance tremendously.  When most new drugs enter the marketplace, up to 90 percent of physicians who ever write for that medication write for it in the first year that it’s introduced.  There is a whole process of education and interest in getting people to actually utilize it to see what the benefits are.  Under the Narcotic Addict Treatment Act, it’s even more restricted because it’s used in opioid treatment programs.  States could do whatever they wanted to do, and they could take as long as they wanted to do it, so there has to be a proponent.  It’s difficult for a pharmaceutical company to be the proponent in each state.  It’s much easier to go to one central agency and get approval than it is to go to 50.  There are still three or four states in the union where methadone is not allowed for the treatment of opioid dependence.  So that was the first obstacle and barrier to getting LAAM fully utilized.  There were also some QTc interval prolongations noted with Torsades de Pointes, which is a conduction issue with the heart.  There were reportedly seven deaths in Europe related to Torsades. I’m not sure whether they were associated strictly with LAAM: were the seven deaths just totally from LAAM?  I don’t know the data well enough to say that.

The medication was actually pulled off the market in Europe.  QTc interval prolongation has become an issue not only for opiates or medications like LAAM.  The FDA actually requires new medications to be evaluated for their QTc interval prolongation, which is just a surrogate marker for Torsades and not a direct marker.  Not being a cardiologist, I don’t know all the physiology, but I do know it’s a surrogate marker, not a direct indication.  What happened in the United States was that the FDA put a black box warning on the medication and recommended it not be a first-line medication.  Additionally guidelines were put out that recommended so many EKGs, which was the kiss of death with most of the opioid treatment programs because of its additional cost.  People in those programs can’t afford to incur such costs. Given the additional medical costs, along with the black box warning, why would you go to LAAM? When buprenorphine was approved in 2002, the manufacturing company, Roxane, pulled ORLAAM from the market.  It was not pulled by the FDA.  They actually said that now that buprenorphine or suboxone was available, there was no real need for LAAM.  
NC:  Why don’t you agree with that? 
EJ:  I think there are people who can benefit from LAAM through the correct medical practice. I don’t think it’s a first-line medication for a person who comes in with a cardiac history or person with familial history of cardiac problems.  But I don’t think that people should have been so scared off from it.  We have evidence now that methadone prolongs the QTc interval.  Buprenorphine probably prolongs it, although not as significantly as methadone and LAAM.

NC:  Is there unusual level of scrutiny of opioid treatment drugs?

EJ:  Within the FDA all medications that have the potential for problems will be scrutinized.  Once there’s an issue there may be more scrutiny because the FDA is there to protect health.  Once they’re aware of it, then they have to require it.  But a lot of medications that are already approved have never had to have that scrutiny.  Methadone was one of those medications. Now, people are wondering if QTc prolongation is a class effect or whether it really differs between medications, and they are starting to compare it.  We did the same thing within our study, and we’re getting ready to submit a paper looking at the QTc interval prolongation from the patients that were in the New England Journal paper of 2000.  During that study I was aware of the QTc interval issue, so I had over 1,200 serial EKGs done.  We didn’t have the funding right at the time to do it but when you’re doing RO1s, you add on as much as you can.  Now we have the capability and interest of cardiologists to reanalyze the data.  We had an internist who was actually assessing serial cardiac EKGs under blind conditions as we went along. We had standard criteria where people could be moved off of LAAM or buprenorphine.  If their QTc interval was prolonged, they were automatically put to methadone, which at that time figured was standard of treatment.  You went to that for protection.  Our internist wasn’t a specialist, so he was looking at that data just as computer output.  Unless he needed a cardiac consult for some reason, we never looked specifically for QTc interval prolongation in a study.  So we went back and had all the EKGs hand read by a cardiologist who was in a fellowship.  He was a trained cardiologist doing hand calculations under blind conditions.  He didn’t know what medications they were on.  We’ve done that analysis now, and we will have that paper sent to a journal by the end of July.  We reported that data here last year at CPDD.  The positive control for the FDA was an increase QTc prolongation of more than six milliseconds, but we looked at 30 milliseconds and 60 milliseconds. QTc prolongation appears to be a class effect, although it appears that that effect may be less with a partial agonist like buprenorphine than with a full agonist.  It does appear that the odds are higher for LAAM than they are methadone, but in this study they are higher for methadone than they are for buprenorphine.

What makes me happy about getting more of these medications on is that before methadone was it, and we could never have the dialogue of which medication.  It shouldn’t be thought of as one medication replacing another medication.  They are all medications.  It should be thought of as trying to introduce medicine into addiction and treat patients with the best medication that’s appropriate for them.  The more medications a physician has, the more opportunity patients have to find the best medication for themselves.  It is an opportunity to move addiction into the medical disease space and for people to recognize that it is what I call a medical condition, a medical disease or brain disease, along with a behavioral disorder.  That’s been my hope with the medications and what I have been trying to do in my research.  I have also been taking my research into special populations because there are a lot of addicted populations. 
NC:  Was that where your interest in pregnant opioid-dependent women and neonatal abstinence came from?
EJ:  That’s where it came from.  My first thought about buprenorphine and neonatal abstinence was that I’d seen the misuse of methadone.  LAAM has never been looked at and will never be looked at in pregnant women because of its long half-life, difference in metabolism, and its safety issues. Methadone is now recognized as the standard of treatment for opioid-dependent pregnant women.  Methadone or LAAM?  basically moved from a category C to a category B not because there were studies but because there have been years of history.

When I was a medical reviewer for the FDA, reviewing the nicotine patch, we were having rounds one morning in 1990.  My boss there, John Harter, said that it was difficult to get a man on the moon, but we did it.  He said that the people who we really should be studying with nicotine are the people with cardiovascular and pulmonary impairment, but we exclude them from all of our studies.  What effects are these medications going to have on those people who really need to stop smoking right now? 
I knew there was a Center for Addiction in Pregnancy coming to our campus.  I’d been working with buprenorphine for so long that I naturally thought about whether buprenorphine would be better for pregnant women. Since it appeared to have less physiological withdrawal associated with it in adults, would that carry over to the infant?  Could we more easily treat infants?  Would babies exposed to buprenorphine in utero be better off? In 1993, I wrote an IND for Don Jasinski, and he and I did a study in 1994 with the first three pregnant women in the world who deliberately got buprenorphine.  We treated them and actually kept the first two on a closed ward at the Center for Addiction in Pregnancy for the length of their pregnancy.  We started out at 24 weeks in that study because you start out more conservatively.  The first two were kept almost 16 weeks on a closed ward.  We wanted to be as conservative as we could be because we were in a high-risk population.  We were in pregnant women, which is an ethical consideration in a study to begin with.  We wanted to make sure to minimize other drug use.  We wanted to make sure we got all the observations that we thought we needed because we were trying to develop pilot data and then go for a randomized control study.

NC:  Did you do that?

EJ:  Yes, that will be published in Drug and Alcohol Dependence.  It went online two months ago.  It’ll be published the first week of July.  I was the PI on that study.  Dr. Andre Jones is now – she took – we took that data, then we submitted a grant to do a multi-center trial so we could get a large enough N.  We only had 21 subjects in that study, with 11 on methadone and 10 on buprenorphine.  We actually screened over a thousand women.  But we had to be very conservative in that study, too, because it was the first-time N.  We have to be careful about the exclusion and inclusion criteria to show that you can actually do it and do it safely.

We used that data to propose a multi-site trial.  We had eight sites: Toronto, Canada; Vienna, Austria; Providence, Rhode Island; Philadelphia, Pennsylvania; Baltimore at Johns Hopkins; Nashville, Tennessee; and Detroit, Michigan.  Was there one more? It’s a double-blind, randomized controlled study of women who are maintained on buprenorphine or methadone during their pregnancy.  We then looked at the neonatal abstinence syndrome following that pregnancy. Our real goal, as I told the staff before I left Hopkins, was to do a large enough controlled trial to have methadone and buprenorphine approved by the FDA for the treatment of opioid-dependent women.  Even if they were not that different, that kind of thing really can move medicine forward.  If it’s in the PDR, if it’s been accepted by the FDA, that makes it more acceptable to the clinician and then it becomes more acceptable to a patient and the community.  

NC:  Have you had to work a lot with clinicians on buprenorphine? 
EJ:  Yes.  In this area you really have to work with a lot of clinicians because you work with OB-GYN specialists and pediatricians who may not be specialists in addiction unless you’re at a center like we had at Hopkins.  Putting those groups of people together is difficult but you need that for an integrated service.  Although I’m not in that anymore, I still have a keen interest in what’s going on.

NC:  So when did you leave Hopkins for industry? What are you doing in industry?
EJ:  I left Hopkins in January of 2003; I joined Reckitt Benckiser as Vice President for Clinical, Scientific, and Regulatory Affairs.  They make Coleman’s Mustard and French’s Mustard. Actually, the first IND for buprenorphine was under French’s Mustard, I think, or Coleman Mustard, or whatever it was.  

NC:  Was there a time when it seemed like Don Jasinski and the ARC/IRP/NIDA folks might have wanted more of a hand in development of buprenorphine?  

EJ:  What happened was that there were people within Reckitt Coleman who then went into Reckitt Benckiser.  They had a really good science department there, a research and development department with guys like John Lewis and Alan Cowan.  John Lewis was the chemist who basically worked to develop this line of medications.  They were testing them in primates by giving them a drug and walking up to a window and looking in and observing what happened when they abruptly withdrew it.  They gave them buprenorphine chronically for a period of time, and then they abruptly withdrew it.  They kept watching, they kept watching, and they didn’t see a withdrawal.  This was astonishing to them.  That has carried through in a number of different species, but there is a withdrawal syndrome in humans.

There is no direct study comparing the withdrawal of methadone, LAAM, and buprenorphine.  When I left Hopkins two years ago I was actually doing that when I left Hopkins, and I don’t know what happened to that study. There have been cross-study indications that it has less withdrawal, and I truly believe it has less autonomic withdrawal, less physiological withdrawal.  But there is a component condition, what I call conditioned or psychic or psychological withdrawal.  When people have a medication, it’s like Linus’s blanket.  You either know you’ve got it or you don’t have it.  When you have a psychoactive medication, by definition you know when you take it away.  All these other components that people like Chuck O’Brien can talk about kick in.  To tell a clinician that there’s not going to be a withdrawal is inappropriate.  What we see under controlled conditions doesn’t always carry over into clinical practice because there are so many factors that can affect it.  That’s one of the interesting things about human beings.

NC:  Back at Lexington when you first noticed how buprenorphine was acting, did you ever think you would be working in industry? 
EJ:  When I was offered the job, it concerned me that it would distract from the credibility of my research. I talked to my scientific director, George Bigelow, who said, I don’t believe anybody’s going to think that 25 years ago you thought about becoming the vice president of the company.  Buprenorphine actually kept me going, but I didn’t realize that it would have as much impact as it has.  When I saw Don Jasinski earlier today, I thanked him for the advice that I didn’t take, the advice not to become a one-drug researcher.  I don’t think we’ve fully realized its potential yet for the patient, for the society and its recognition of human beings and its humanitarian treatment of people who have conditions sometimes brought on by bad decisions.  We all make bad decisions, but most of us are able to overcome our bad decisions and work out of them in some ways.  Socioeconomic or other vulnerabilities makes it more difficult for some people who make those bad decisions to make changes.  The longer that you go in that, the more difficult it becomes.

You can look at the impact of buprenorphine in terms of how many people are being treated, or you can look at the impact in terms of society’s attitudes towards the individual who is drug dependent.  That was one of my real interests in pregnant women because there’s a stigma attached to being addicted, and then there’s a stigma attached to being a woman being addicted, and there’s even greater stigma attached to being addicted and a woman and pregnant.

When I first started my research, we excluded all women of child-bearing age from the studies and didn’t have to give a reason.  Now you have to give a reason if you’re going to exclude those women.  When you start thinking about it, I’ve always said it’s been better to be lucky than good.  All these things I’m talking about with the pregnancy thing came along at the same time that people were saying women have got to be included.  You can’t just exclude them.  Society has a different level of acceptance.  I could never have proposed a pregnancy study in 1979 when Don Jasinski and I went to Baltimore.  I would never have gotten it done, even through the same committee that I got it done in 1993 or ‘94.

We move slowly most of the time in science, which is good and deliberate.  But I think you do have to have some type of vision, and you do have to have somewhere that you’re going.  Hopefully, we’re going in that right direction in addiction.
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