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ALLEN RASKIN

Interviewed by Leo E. Hollister

Washington DC, April 17, 1997

LH: It is 1997 and we are in Washington, DC recording another videotaped interview concerned with the early history of psychopharmacology.  This is the series sponsored by the American College of Neuropsychopharmacology.  I am Leo Hollister and I have as my guest today, Allen Raskin,( who has been around psychopharmacology for a long time.  Welcome aboard!

AR: Thank you, Leo.

LH: It is always interesting to know how people got started in their field so what impelled you to become a psychologist and how did you got involved with psychotherapeutic drugs.

AR:  I’m not sure what impelled me to become a psychologist except I got good grades in psychology in college.  So, I decided I would continue.  

LH: Really!

AR: I got my degree in clinical psychology at the University of Illinois. Illinois was characterized at the time for being a haven for dust bowl empiricism and had a strong emphasis on research and statistics. And, some of that rubbed off.  When I left Illinois I went to the VA for a few years as a staff psychologist. Then I was fortunate to get a job with Maury Lorr doing psychotherapy research in Washington DC.

LH:  You were still with the VA?

AR:  Right, because Maury was with the VA. We were doing collaborative outpatient studies and looking at psychotherapy. Whether twice a week was better than once a week or once a month.  It turned out frequency was not the critical variable but staying in treatment was.  

LH: You mean the total duration?

AR:  The total duration you remained in treatment. There was a comparable group you were involved with. It included Jack Lasky and the group at the Perry Point VA Hospital doing collaborative drug trials with schizophrenic patients. Others included Jim Klett, John Overall and Gill Honigfeld.  

LH: Well, yes.

AR: We would all meet annually in Cincinnati, sort of the middle of the country.  Maury started getting involved in drug trials while I was there.  He looked at chlordiazepoxide (Librium) at one point.  Mostly the interest of our group was in reducing anxiety in psychotherapy patients, the notion being if you could get anxiety to a reasonable level it would facilitate psychotherapy.

LH: Psychotherapy?

AR: Yes, right, that’s sort of ironic.  My memory may not be accurate, but my recollection is the last project I was involved in with Maury was called, Chlordiazepoxide as an Adjunct to Psychotherapy.  But, that was a very good experience for me.   You said you didn’t know Maury, then, or were you not sure?

LH: I first ran into to Maury when the VA Cooperative Studies were being done in the late 1950’s. I think 1958 or 1959

AR:  He was a great mentor; a very capable statistician so a lot of my interest in instrument development began with him.  He did the IMPS (Inpatient Multidimensional Scales). The BPRS (Brief Psychiatric Rating Scales) evolved from the IMPS.

LH: I remember when the IMPS was all we had. 

AR:  Then John Overall created the BPRS.  When I left Maury, I went to DC General Hospital and was working on a project that Sol Goldberg was coordinating.  That was one of the first multi-site trials the Psychopharmacology Service Center (PSC) got involved with, a drug trial with schizophrenic patients. The drugs were chlorpromazine and placebo and I was a Co-Principal Investigator.  That was an eye opener because DC General, at that time, had very acute psychotic patients who were climbing the walls, doing all kinds of things.  They were giving 25 and 50 milligrams a day of chlorpromazine but when we came we were using 600 mg. a day and getting some very interesting results. It was a whole different thing.

LH: What year are we talking about?  

AR: 1960 or something like that. At the end of my stay, I was invited to the PSC that was to become the Psychopharmacology Research Branch (PRB.) Jon Cole was the director and I was hired by Sol Goldberg who knew my work over at DC General. They were looking for someone to do a collaborative depression project.  That was a ten-hospital study in hospitalized patients. 

LH: That came after the ten-hospital schizophrenia study. .

AR: Right.  So, there was an interesting aspect to that. The original intent was to compare chlorpromazine with imipramine and a placebo.  Max Fink was on our review group at that time and had done a trial with chlorpromazine in depression.   I think it was done with Don Klein, as a matter of fact. Well, he was pushing the combination of chlorpromazine and procyclidine rather than chlorpromazine alone.  So, we took a time out and for a year looked at the combination versus chlorpromazine alone, to see whether there was a difference. The results showed the combination was no more effective so we opted to go with chlorpromazine alone. 

LH: Didn’t the procyclidine reduce the number of extrapyramidal signs?

AR: Yes, but it didn’t have a great impact on depression.  So we started the ten hospital trial that ended up with 500 patients. 

LH:  Will you review that trial?

AR:  These were hospitalized depressed patients that came from both rural and urban hospitals nationwide.  We were in Rochester, Minnesota and Sheppard Pratt in Baltimore. It was an interesting group, because we had one hospital, Hartford Hospital, where the average patient stayed about ten days and this was years before managed care.  At Sheppard Pratt when you admitted the patient they asked relatives if they had brought seasonal changes of clothing.  So, we had this wide range of settings which was one of the variables we looked at, and it made some difference. The drugs were imipramine 300 mgs. a day, chlorpromazine 600 mgs. a day and placebo. We were focusing on drug effects in patient subtypes; the idea of the “right drug for the right patient”.  John Overall was invested in that and I guess you were also.

LH:  Everybody took a crack at that and nobody ever hit it.

AR: Right! One of the groups we looked at was John Overall's three types, the hostile, the anxious, and the withdrawn-retarded depression. The retarded did best on imipramine, so that fit with expectations.  The anxious did show some beneficial effects on chlorpromazine, so there were some differential effects. We also looked at the endogenous-neurotic distinction and patients with psychotic and neurotic diagnoses. The psychotic patients did better on imipramine.  Other people have had different results, but the neurotic patients in our study did reasonably well on placebo. I also looked at age and gender but don’t remember if there was anything else. It was the subtype issue that was of major interest in the study.  Of course, imipramine was an effective treatment but it was only a six-week trial. The seventh week patients were off meds. Patients on chloropromazine showed improvement in the withdrawn retarded area, when taken off. That study was my first major entry into psychopharmacology. 

LH: When was that published?

AR: 1971. This study generated a lot of articles because I had so much data to deal with.  

LH:  Later, I seem to remember you were involved with a study of anxious patients?

AR: At or toward the end of my stay at the branch. My next incarnation was with elderly patients when I did a hyperbaric oxygen study in patients with dementia. That’s one I feel good about, because it was a replication study with controls. The original study was done by Eleanor Jacobs, who was a psychologist at the Buffalo VA Hospital and she reported that hyperbaric oxygen was tapping into brain cells dying because of a lack of oxygen. I subsequently learned there’s a "ceiling" phenomenon which prevents oxygen getting into the brain beyond a certain point, but these patients about $7000, for treatment and social security was providing the money. That study also provided a boon to Bethlehem Steel, who manufactured the hyperbaric chambers.

LH: Oh, Lord.

AR:  I was mandated to do the study because of its economic importance and it was with Sam Gershon in New York City, using the hyperbaric chamber at the Rusk Rehabilitation Medical Center. We had hyperbaric air, which was a nitrogen-oxygen mixture and hyperbaric oxygen. We also had normobaric, ground level, oxygen and normobaric air.  The results were interesting; we didn’t show a benefit for hyperbaric oxygen over hyperbaric air, but we did show a “Western Electric” effect; people who went into the chamber, whether they got air or oxygen, seemed to do a little better than those who didn’t. We attributed this to the mystique of the chamber.  

LH: That’s pretty impressive.  It would have made me anxious.

AR:  Maybe we should just put people in the chamber for an hour and then let them out!

LH:  This was done under the auspices of the PRB?

AR: Right. We had a grant application from NYU, with Sam Gershon.  Steve Ferris was hired to coordinate the study. Steve has since made a name for himself working with the elderly.  Barry Reisberg was also brought in to work on this trial and the study had to pass through the review panel.

LH: If I recall you were also testing imipramine, a benzodiazpene and placebo in anxious patients?

AR: Imipramine? We did one study where we looked at phenelzine, diazepam and a placebo in depressed patients.

LH:  I’m probably wrong.

AR:  The effects were not nearly as striking as the effects of imipramine had been in the prior trial.  This was the same group of 10 hospitals as in the original imipramine vs. chlorpromazine study. I did get involved in the anxiety area in a funny way.  I don’t know if you knew of the controversy Don Klein was having with Isaac Marks on the relative benefits of drugs and psychotherapy in anxious patients.  

LH: It’s still going on.

AR: Yes, right, it hasn’t stopped. I had access to some data Isaac had collected. The question was if I reanalyzed that data would I get the same results that he got.  Don was of interested in that so I made the mistake of doing it, and I didn’t get the same results.

LH: Well, there was no reason they both couldn’t be right.

AR: You are right, but Don still comes up to me every once in a while and wants me to publish those findings in a journal, although I’ve already referred to them in a chapter.  

LH: Don has been a very creative thinker, but I have doubts he could identify a new class of anxiety by the response to drugs. Who could do anything in a logical fashion just based on the response to the drug, because the drugs are far less specific than their names imply? So that brings you up to the 1980’s?

AR: Can I back track?  

LH: Of course!

AR:  If I have any sort of a reputation in the field it’s in instrument development, including the Raskin Scale, which was picked up by the drug companies.  

LH: Did that scale stem from your work with Maury?

AR: No, but other rating scales I developed did.  The Raskin Scale was developed for use in the ten-hospital collaborative depression study. Most investigators, up to that time, entered patients into a trial in terms of diagnostic criteria. They were not tapping into the intensity of symptoms.  My scale was a crude effort to provide an entry screen, where you had a score of at least nine on three five point rating scales measuring severity of symptoms in verbal report, behavior and secondary symptoms of depression.

LH: What’s the official name of it?

AR: I called it the Three Areas Severity of Depression Scale but it became known as the Raskin Scale.

LH: So this was one of the first studies to put a barrier up to ensure a certain level of psychopatholgy before entry?

AR: Right, it’s like the HAM-D now. I never intended it as a change measure; it wasn’t designed for that.  But the drug companies adopted it as a change measure. Jon Cole used to talk about a rating scale being “quick and dirty," so this three item scale appealed to some investigators. It became very popular and was used in many drug company depression trials. We also had other rating scales in this study that measured a wide range of symptoms and some of were outgrowths of the IMPS and other scales.

LH: At that time there were a great many searches for rating devices to capture parts of psychopathology. We started to develop a depression scale and reviewed the literature to find there were already thirty-five different scales.

AR: I’ll tell you a funny story. Max Hamilton was on a year sabbatical at Saint Elizabeth’s’ Hospital when he was developing the Hamilton Depression Scale. He used to come up and see Maury and our group to have little chats about it.  

LH: Max was an interesting person. He was somewhat compulsive. I guess his scale was next in popularity to the BPRS and has retained its popularity longer than any other.

AR: That’s right.  

LH: We got to about the 1980s now. What have you been doing for the last fifteen years?  

AR:  I left the PRB in 1985, took retirement and went to Detroit to work at the Lafayette Clinic with Sam Gershon for a few years. We were trying to evaluate adolescents with suicide attempts and what reasons were behind the attempts.  That was subsequently published and showed that most adolescent suicide attempters were young girls and the attempts related to problems with boy friends. Unfortunately, many attempted suicide by taking large doses of Tylenol which can destroy the liver. I am currently working at the University of Maryland but my research is at Perry Point.  

LH: Back home!

AR:  Right. But the staff at Perry Point has no awareness of all that went on when the BPRS was developed and the collaborative study group was there.  That memory has disappeared.  

LH: That’s one of the reasons we are doing these interviews; to make sure they don’t disappear.   All those studies were done thirty years ago and no one has any memories of the past. I think this is due to the fact when you tap into a computer to look up references they don't go back very far.

AR: No, they only go back about ten years.

LH: Anything that happened before then is like it didn’t happen at all.    

AR:  Right. I did some work on race differences in terms of drug response that is now coming back. Using data from the collaborative depression study we looked at age and gender differences. Those things were done but are not referenced anymore because they go back beyond the ten-year period. I am now serving as a mentor for the Geropsychiatry Fellowship program at the Psychiatry Department at University of Maryland.  That’s my current thing.

LH: What’s that about?

AR: These psychiatrists are required to have a research experience in a fellowship after residency. The American Psychiatric Association awards an Advance Degree in Geropsychiatry and one of the requirements is a research experience.  That has given us a better opportunity to recruit psychiatry fellows. When I first came about nine years ago I was involved with Jerry Levine and a young psychiatrist named Larry Alphs. He was in the process of developing a negative symptoms assessment scale. We followed up on that and collected data on 100 schizophrenic patients at Perry Point. I factor analyzed that data and we published the results.  I am not convinced there are drugs that are effective for negative symptoms in schizophrenia.

LH: You mean that there are no drugs that are specifically good for negative symptoms?

AR:  I’m not sure there are.  I know Herb Meltzer has been working along those lines. 

LH:  I used to tell a story about negative symptoms and traditional antipsychotic drugs when we first started using chlorpromazine and I spread it around to a number of wards. I remember calling up one of my good friends and asking, “Wally, would you like to get some more patients on chlorpromazine?”  He replied, “Leo, I have so many patients talking to me now who never talked to me before so this is all I can handle”.  If that is not reversing negative symptoms, I don’t know what is. Where does all this doubt come from?

AR: I have a different experience. These patients are all talking, but their initiative is gone I have been working lately with chronic schizophrenics in community residences.  The VA, Perry Point, has a program with about 200 patients.

LH: So, you are saying they are burned out. 

AR: Yes, they talk to you, but the level of activity and everything else is gone.

LH:  The term “burned out schizophrenic” has been around for several years.  But that’s different from the presence of positive and negative symptoms. Some years ago I looked over some rough data John Overall and I collected over the years, and his scales can be factored into positive and negative elements. It looked as if negative symptoms improved in parallel with the positives, only not as much.  They were improving but didn’t achieve as big a change as the positives.  I guess that’s an issue I am in a minority on.

AR:  The burned out patients may be a whole different thing.  We have done a variety of other things.  We have looked at Vitamin E for tardive dyskinesia. We didn’t find any important or significant effects for over a year. Lately I have been working with a neurologist on a dementia unit at Perry Point who has some ideas about screening tests to distinguish Alzheimer’s from multi-infarct patients. I’m not terribly impressed with our findings but it’s one of the other areas I’ve been working on.

LH:  In the old days we thought most things were vascular in the dementias of older people but, in the last fifteen to twenty years, it has swung over to Alzheimer’s. You hardly ever hear anything about vascular dementia anymore although it’s beginning to come back and people are realizing what neuropathologists did a long time ago, the pathology can be mixed and a sizable number can have both.

AR: I worked with a psychiatrist in a nursing home in New York City.  He was able to get permission to autopsy patients and we collected some data. These confirmed what you are saying; when he looked at the brains they were mostly mixed.

LH: I remember the neuropathologist at the Langley Porter Clinic, who probably saw more brains of mental patients than almost any neuropathologist around. He reported that perhaps 35 to 40 percent were mixed and he couldn’t make a distinction. Its funny how fashion in diagnosis changes. I remember the first study we did with Hydergine in what I then called senile psychosis associated with old age. I found no effect except in patients who had what was then called hypertensive brain disease, essentially vascular dementia. That’s what you would expect with Hydergine.

AR: I thought it had a little effect in depressed patients with Alzheimer’s. Gerri Schwartz conducted a trial with Hydergine for the drug company. She developed a scale used in geriatrics that was rated by relatives. I am finishing up a drug trial with physostigmine for Alzheimer patients these days.

LH: Are you using the slow release form? 

AR: Yes; the oral slow release form. I didn’t break the blind yet, but Forrest Laboratories hopes it may have beneficial effects.

LH: Well, it makes sense. Of course, ever since physostigmine came out for use in dementia in the early 1970’s people had been looking at it. When Ken Davis was with me we did some studies with it, but it’s tricky; you have to find the right dose and if you overshoot that skews your results.  

AR:  That’s an area crying out for effective treatment.

LH: Hurry, hurry! Every time I can’t remember a name, I begin to worry.

AR: I am running out of steam. Do you have any other thoughts?

LH: We may have covered all we need to. Your interests have been very varied over the years.

AR: I kid myself and say I’m a renaissance man, because I’ve been in every area of psychopathology.  Something else I did I think is interesting; I served as editor of the Psychopharmacology Bulletin after Alice Leeds.

LH: She was a character wasn’t she?

AR: Yes, she was.  She built up the international aspect of the Bulletin in a big way.  

LH: Yes, the Pharmacology Bulletin still appears.

AR:  When I was there we were under the gun; it was one of those times when the federal budget was being heavily cut. I became very adept at writing memos to everybody, trying to justify keeping the Bulletin in existence. That was a nice experience once I overcame the anxiety of keeping it going.  One of the things about the Bulletin was the quick turn around. If something was presented at a meeting you would see it in print in a fairly short time.

LH:  A lot of your material came from the NCDEU.

AR: Also the ACNP for a while, but now they have cut that out.

LH:  Then there was the Schizophrenia Bulletin.

AR: And, the beautiful pictures on the cover, paintings by schizophrenic patients. In the Psychopharmacology Bulletin we did special editions and that was fun. We had a special edition on pediatric psychopharmacology and Judy Rappaport was the editor. I did one about rating scales for geriatric patients.

LH: Didn’t Steve Ferris come up with a rating scale for geriatric disorders?

AR: Barry Reisberg, who works with Steve, is the one who developed those scales.  

LH:  One of the most impressive developments in neuroscience is the greater understanding of Alzheimer’s that has come about in the last ten years.

AR: My wife can always tell when I have been over working on the Alzheimer’s project.  I come back with this very depressed aura, having talked to the relatives.

LH: It’s an awesome burden and such a tragedy to see productive people reduced to infancy almost.

AR: There was one man we had in our project who had been the head of the geography department at a large university and his wife says he gets lost just going out the door now.    

LH:  It’s very sad to see someone like Ronald Reagan go through this.  What a way to terminate a successful four years. You can’t help but feel sympathetic toward his fight.  

AR:  I have enjoyed this.  Thank you.

LH: Thank you for coming by and doing this interview.

( Allen Raskin was born in Brooklyn, New York in 1926.





