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DAVID WHEATLEY

Interviewed by Leo E. Hollister

Waikoloa, Hawaii, December 12, 1997

LH: We’re in Waikoloa, Hawaii for the 36th Annual Meeting of the American College of Neuropsychopharmacology.  The college decided sometime ago to trace the history of psychopharmacology and the media being used are videotapes with pioneers and old timers in the field.  Today, one of these pioneers and old timers is David Wheatley( from England. Welcome to Hawaii, David.  You’re no stranger.

DW: How welcome is to be here, after England.

LH: Obviously, your English, I always think of that wonderful saying of Shaw’s that every time an Englishman opens his mouth, another one despises him, but I don’t think they have to worry about your accent.  Were you born in England?

DW:  I was born down in the west of England in Devonshire in a place called Exeter, and that’s where I was brought up before I went to Cambridge University and then to Guys Hospital in London;  I stayed in London ever since.

LH: So, you graduated from Guys Hospital Medical School?  Then, what did you do?

DW:  I went into general practice for a number of years, but soon found it was not what I wanted to do. I was interested in research and particularly the effects of drugs. Then there was a chance meeting with Kenneth Carter. So much in life happens through chance, doesn’t it?

LH: You’re right.

DW:  I met up with Kenneth Carter; he was working with Smith Kline and French and asked me if I could do some studies in my practice.  It soon became clear I was limited by the number of patients I saw, so I conceived the idea to involve a number of other GPs in order to increase the number of patients in our studies. I set up a group of GP’s from all over the country.  At one time we had 500.

LH: Good grief!

DW: And we were doing clinical trials.  

LH:  That was the very first concept of a multi clinic study in general practice.

DW: I think it was. This was in all areas of pharmacotherapy until Kenneth Carter gave me an introduction to Jonathan Cole who suggested studies with psychotropics because it was difficult to do such studies in the States.  I don’t think GP’s were interested.  In England regulations were fairly lax; a doctor working on his own, particularly in general practice, could more or less do what he liked. There were no ethics committees, no need to get permission from anybody and so that was how we got started.

LH: How many years had you been in this general practice group before you switched from drugs for hypertension to psychotropic drugs?

DW: I’d been doing that about eight years.  It was around 1960 I switched to  psychotropics and changed the name from the General Practitioner Research Group to the Psychopharmacology Research Group. Then, I was fortunate enough to get grants from the NIMH, which continued for 12 years.

LH: So, you switched entirely to Psychopharmacology?

DW:  I switched, but not entirely.  I still kept some other studies going and that’s useful, because you got insight into other drugs that might have psychotropic effects, like beta blockers for example. I felt that it was worth keeping that connection, but my personal interest was in psychopharmacology.

LH:  In a general practice setting, the kind of drugs you could study would be those for conditions in general practice. You wouldn’t have done any studies with antipsychotics, but you did some antidepressants, I suppose?

DW: Yes.

LH: And a whole lot of anti-anxiety drugs?

DW: This was the main area. At that time many of the modern drugs were not available, we had barbiturates and amphetamines, and I remember doing a study with Drinamyl, a popular drug in England,  known as “purple hearts.”.

LH:  That was dexamyl in this country.

DW: A combination of barbiturate with amphetamine, which seemed illogical.  One of the first studies I did was a double blind comparison of Drinamyl, comparing it to its two components in patients with depression and with anxiety. By the way, amphetamine worked quite well.

LH: I think it’s been largely underrated. 

DW: I couldn’t agree with you more.  We could get over this problem of the lag period before the antidepressants work with amphetamines, to get an immediate effect.

LH: When you did that study of amphetamines, barbiturates and a combination, how did it turn out?

DW: As one would expect amphetamine was better to terminate depression and the barbiturate to terminate anxiety, but it was much easier to market a blanket preparation for all forms of anxiety and depression and to hell with the diagnosis.

LH:  Hanna Steinberg came up with a notion that the combination had some peculiar properties, but you didn’t see that?

DW: I don’t remember we did.  Our methodology was pretty crude in those days.

LH:  What was the first modern psychotropic drug you worked with?

DW: There was a monoamine oxidase inhibitor made by ICI which was never marketed, I don’t remember the name.  There were various tricyclics we studied. Trimipramine was one of the earliest. Barbiturates were on their way out and I was doing studies with the first benzodiazepines. In England, Librium (chlordiazepoxide) seemed to be the more popular; whereas, over here, Valium (diazepam,) was, but they were both available. I did some sleep studies. They were still churning out barbiturates for sleep and I remember doing one sleep study with a barbiturate we found quite useful. But we didn’t have polysomnographs in those days.

LH: No polysomnographs.

DW: I worked with nearly all the new antidepressants and hypnotics as they came along, in particular the new benzodiazepine hypnotics.  We go around in cycles, don’t we?  First, we have barbiturates and then, they’re out.  Then, we have the benzodiazepines, and then, they are out.  Now, we have the non-benzodiazepine hypnotics and they’re not without problems. I was looking at various fringe areas, like premenstrual syndrome, and assessing the effect of antidepressants on that. I remember doing studies on menopause with tricyclic antidepressants and we had quite reasonable results; everybody seemed happy with them.  So, I’ve got to the present, when I’ve just completed a study in Alzheimer’s with donepezil. We have a problem with that drug in England; it is too expensive.

LH:  It’s on the market in England?

DW: It’s been on the market since April, but the government is doing its best to deter doctors from prescribing it because of the cost, saying its efficacy is not proven.  It is proven and the results of our study confirmed exactly what the American study showed.  It gives about an extra three years of functioning at the same level you were before deterioration, and that surely is worth having.  But, there’s a big battle going on in England over the cost.    

LH: That’s becoming an increasing issue everywhere, the high initial cost vs. the long term savings. There are these new pharmaco-economic studies.

DW: That was something we never had in the old days.

LH: No, and the techniques are somewhat questionable.

DW: One of the adverse changes I have seen is the amount of documentation necessary now in studies. Everything has to be checked and rechecked to a ridiculous extent. Why do I have to write my name twice on the same form?  These days I have an assistant, who sits besides me and fills in all the headers and says, “You forgot to do this, Dr. Wheatley”. She remembers to get the blood tests done and to give the patient a next appointment.

LH: She’s a walking computer.

DW: That’s exactly what she is, but she looks better than a computer!

LH: Am I correct that you joined John Feighner’s international group?  

DW: Yes, part time, in an advisory capacity.  But, I still do a lot of independent work.

LH: But, on occasion, you do studies with him?

DW: Oh yes, I’m doing studies with them. Not only do they provide extra facilities, but they find the patients, too.  We have Andrea Shorts over there. She’s full of fun and I don’t have to bother trying to find patients.  They’re just queuing up.  They’ve already been screened over the telephone, so one gets very few rejects and it makes life a lot easier.  It’s like the old days.

LH: The old days used to be good.

DW: Why are the old days always better than the present?  They always are, or seem so to people like myself.

LH: I suppose data you generate through your general practice group is perfectly okay for approval by the US. Food and Drug Administration?

DW: Oh yes.

LH: You follow the rules of the British equivalent?

DW: Exactly. We have an Association of the British Pharmaceutical Industry and they lay down guidelines for trials which are very similar to FDA requirements.  Most trials in England are done to FDA standards anyway, because the US is the largest market. 

LH: I used to study drugs, but these days it doesn’t seem very attractive, because drug companies provide you with protocol.

DW: Yes, right.

LH:  You gather the data and they take it, so you never have a chance to look at in the aggregate.

DW: I couldn’t agree with you more.  In the old days, I did all my own analysis.

LH: The way it’s done now takes some of the fun out of doing trials.

DW:  I wonder if the data should be independently analyzed, but it’s a company statistician who’s doing it and all you get is his results.  He doesn’t even provide his data sheet.

LH:  Some companies in the US, after the data is analyzed, will farm it out to a professional writing firm which comes up with a final manuscript.

DW:   I try to resist that.  I’ve written everything that appears under my name.

LH: That’s good.

DW: But the pressure is strong, sometimes they seek to alter the phraseology so it will fit better with results in other papers. I try and preserve the integrity of papers that have my name on them. And I still try and do some research of my own, but one is dependent these days on pharmaceutical grants. The poster I presented here was something I devised completely. When I mentioned it to a company, looking for travel funds, they very generously offered me some but said, could you put in a little bit about our drug? It wasn’t that I couldn’t, because it’s a good drug, but that was my poster.  And I have never presented a paper written by somebody else.

LH: I used to be on the road a lot, giving talks, and usually the local pharmaceutical representative would tell me his problems on the way to the lecture; my reply always was, you can’t rely on me to talk about your drug.  I’m not going to do it.  I’m going to talk about your drug in connection with the whole field, but I’m not going to single your drug out for any special mention so the best you can hope for is some general good feeling if I make a hit, and if I don’t, you’re stuck.

DW:  Fortunately, the two antidepressants I happened to be involved in recently both have advantages and I’m happy to talk about them.

LH: Which are they?

DW: Mirtazapine, which is useful, because most depressed patients have a sleep problem and are off their food, so they lose weight.  It corrects both of those  but it’s not so good if you have a rather large patient, particularly if she’s a lady, because she will complain bitterly of putting on weight, and it’s not so good for somebody who’s at work and falls asleep over her desk, which I’ve had happen.  So you have to choose your patients carefully.  But, for the majority of patients, it’s good and doesn’t seem to disturb sexual functioning, which is very important.  With the SSRI’s, I get a lot of complaints about that; people sometimes won’t take them because of that.  The other drug is hypericum perforatum, St. John’s Wort, which has been available in Germany for the last 10 years, where it outsells Prozac (fluoxetine). When I hear a statement like that, there must be a reason, so I took part in a study done according to FDA standards. St. John’s Wort did come out as good as the control drug, which was amitriptyline but there was no placebo. The beauty of hypericum is that it has no side effects so it’s very easy to get depressed patients to take it.  They think it’s a natural product and; therefore, safe, but you and I know it’s not so but they don’t get problems in the first few weeks while waiting for the antidepressant effect. So these are two compounds, which I’m quite happy to talk about in positive terms.  I did have a problem when they launched mirtazapine in England and I got the brunt of all the publicity.  The Sun, which is a rag tabloid, called and asked, “Dr. Wheatley, can you tell us about this drug that makes people sexier?”  And I replied, “You certainly can’t say I said that although if you’re depressed and get better it may”.  They wanted to run a great headline, “The New Drug That Makes You Sexy”.

LH:  There’s hardly anything better you can say to sell a drug than that!

DW: It’ll be interesting to see what happens when sildenafil comes on the market from Pfizer.

LH: Unfortunately, those claims generally are overstated.

DW: Yes, they are.

LH: There’s so much hype about all kinds of herbs and natural products these days that you tend to be skeptical, but if you look historically at medicine, many of our most important drugs have come from natural products.

DW: Of course, digitalis, morphine, reserpine and there are many others, too.

LH: For example tamoxifen.

DW: There seems to be a move to look more seriously at natural products and do proper studies, as we did. Another that was around when I went into practice was tincture of Valeria that supposed to be a mild tranquilizer and was used to help insomnia. I went to a meeting recently and somebody was reading a paper on tincture of Valeria reporting findings from a double blind controlled trial against placebo with sleep EEG recording showing it produced a selective increase in deep and short wave sleep compared to the placebo. That sort of study is solid evidence maybe there’s something we should look at to find the active ingredient. 

LH: Remember, if it’s tincture, it has alcohol.

DW: It was a tincture but I think, for that study, they had put it in the form of a tablet.

LH: About 60 years ago, when I was working in a drug store, we used to have Valeria extracts.  We didn’t sell much, but it was available.   

DW: I didn’t use it much, because it didn’t seem to work, but it might if it’s given in the correct dose.

LH: Most of these natural products don’t appeal to pharmaceutical companies, because they’re not patentable. But there’ll be a great rush if it turns out St. John’s Wort or Gingko Balboa works for Alzheimer’s. They will find the active ingredient and synthesize something similar.

DW:  One of our esteemed colleagues is a firm believer in Gingko, to the extent he’s taking it himself.  So I thought I’d better start taking it, but unfortunately, every preparation I’ve tried upsets my stomach.  It gives me awful gut ache.

LH: I guess the trees grow all around, mainly in the US, at least in California. Well, you’ve seen these ideas come and go over the years.

DW: Hopefully, we’ll be around to see some more come and go, as I’m sure they will.  One of the great tragedies of research on drugs is you introduce it and it seems to pass every test, and then years after, some side effect becomes apparent, so it has to be withdrawn.  I’m thinking of, I forget the generic name, but the trade name was Merital; it was an antidepressant.

LH: Nomifensine. That’s an example things can unexpectedly go wrong. 

DW: Exactly, but no amount of very careful testing could foresee that.

LH: They estimated that ten million people had been exposed before cases of aplastic anemia occurred.  So they had no choice. They had to pull it off the market. .

DW:  Yes, straight away.

LH: I imagine surveys were taken before pulling off fenfluramine.  God knows how many people have taken it.

DW: I was prescribing it freely all the time and never saw any great problems, but obviously, they existed.

LH: It’s a risky business.

DW: It is.  And we talk about the good old days, when it was so simple.

LH:  Have you ever had a drug you studied pulled?

DW: No, I’ve been very lucky, but it could easily have happened.  I was once planning a study on thalidomide before anything was known about it but that, fortunately, fell through. That was the nearest I ever came.

LH: One of the saddest ways to develop a drug was the way they started to develop thalidomide.  It was Merrell in this country that started developing thalidomide, giving practitioners five bucks a head for clinical reports on using it as a hypnotic.

DW:  I think that’s what we were going to do.

LH: All you had to do was fill out a form about how well the patient slept after they took it and get five bucks.  

DW:  For the elderly and, certainly for males, it was a very useful drug in old people’s homes.  It was far better than barbiturates, calming them down at night and keeping them alert during the day. But give a drug a bad name and there’s no way to continue using it. 

LH: Although it’s coming back as a treatment for of all kinds of things, including leprosy.

DW: That’s interesting.

LH:  The closest thing to what you did in England, in the US was what Karl Rickels was doing before John Feighner and some others got involved. 

DW:  That’s right.  In the early days, he had a group of GP’s, but they were a local group in Philadelphia and he integrated them with hospital psychiatrists, whereas my group covered every part of the nation.  

LH: How do you keep track of 500 practitioners?

DW:  They weren’t all doing studies at the same time. I don’t know how I was able to do it in the early days. There was no e-mail and no fax, simply the mail and telephone, but things went at a more leisurely pace then and we didn’t have to fill in so many forms.  My original form was a single sheet, which was perforated and all the doctor had to do was make marks on it for analysis. The instructions were on the back of the sheet. A lot of my earlier work was done with rather crude methods.

LH: But it worked.  Sometimes I wonder if we’re not overly meticulous, because despite all of the care that’s taken, and trying to prevent some unexpected reaction, they still occur.

DW: They still occur so the most you can do is to take every precaution, but you’re never going to be able to avoid them. You will never be able to devise an absolute fail safe method for clinical trials.

LH:  When you get right down to it, as far as detecting organ toxicity, you’re pretty limited clinically. We have various blood tests, liver function and urinalysis, but where do you go after that in any kind of reasonable way?

DW: Exactly. There’s only one way and that’s to treat and study individuals over long periods of time. Then, there is the question to whom to give a new drug? From an ethical point of view there are many cases of drug resistant depression and you have to balance the potential benefit for the patient against leaving the illness untreated.

LH: That’s a constant problem, how much risk is acceptable?

DW: Exactly. 

LH:  There’s been a lot of talk, but not a whole lot done in this country, about so called Phase IV studies; monitoring patients on already marketed drugs to pick up any odd ball complication that might not become apparent in the few hundred patients studied for the NDA. Have you ever done a Phase IV study?

DW: No. My group of GP’s were more interested in shorter term studies because we have a reasonable reporting system in England; where all practitioners have a supply of what they call yellow cards for reporting adverse effects. So they pick up quite a lot of information on long term effects that way.

LH:  It’s a wonderful way to gather information if you can get people to do it. You’ve been more successful in England with the yellow card system than, in our country, the FDA with their adverse reporting system. They put out a mailing every quarter with the forms but I don’t know how many replies they get.

DW:  In our country they get quite a good return so it gives you some information.

LH:  The question is what they do with it. In the States they don’t do a damn thing to alert the public.  If they would publish, periodically, all the reports.

DW: I have a feeling it’s put into a filing cabinet and maybe, ten years later, something may be done.

LH:  Physicians might not make an association between a drug and side effects, but if they know there’s been a similar effect before they’re much more likely to do that.

DW: That’s exactly right.

LH: In 1960, the AMA tried to get a reporting system and I was there to review reports of Parkinson’s from antipsychotics. You’d get all this drowsiness and coordination problems in somebody taking 5 drugs. It was meaningless without more information.  

DW: Yes, exactly. It needs someone with medical knowledge to coordinate such a program.

LH:  I expect you’ve been happy with what you’ve been doing?

DW: I’ve spent a wonderful life and one of the nicest things about it is traveling, meeting colleagues like you, in various places.  I remember when we met in Yugoslavia; I know you will remember that too. What I always liked about ACNP meetings in the old days was the informal discussion around the swimming pool from about 2:00 to 4:00 where I met people and talk to them. Perhaps I’d say, “I’m looking for someone to write a chapter in a book”, and a colleague would reply, “I’m just the guy”.  Nowadays I think they’ve got the timing wrong, to finish at 10:30 and not start again until 2:30.  It would be much better to go through to 1:00 o’clock and then have the break, with an evening session, perhaps at 7:30.  Now they have two evenings for posters and a late evening session. 

LH: A number of years ago some of us old timers sat down over a drink and decided we should try to organize a session the way it used to be, before we had to carry all these formal papers and slides.  It was just people talking.

DW: Yes, exactly.

LH: Just people exchanging opinions about a particular subject.  One other thing about the program is the increasing time spent with pure science.  

DW: This is what has bothered me most at this meeting.  Most of it is beyond me.

LH: That’s right. We used to have topics that would be appealing to sociologists and psychologists.

DW:  Now, it’s dominated by basic research and this isn’t even research on humans.  It’s mostly on rats and, admirable though the rat may be, it’s not quite the same thing. I agree with you, but it happens in all societies. In our own, BAP, the British Association of Psychopharmacology, exactly the same thing has occurred.

LH: But, you haven’t had a split off as we have, with the formation of the American College of Clinical Psychopharmacology.

DW: I didn’t know that.

LH: Don Klein spun off a new organization called the American College of Clinical Neuropsychopharmacology.

DW: That’s most interesting, because when we founded our BAP it was started by a group of clinicians, including myself, and we overlooked the basic scientists. There was outcry, of course.   They said, we wouldn’t have minded it if you called it the British Association for Clinical Psychopharmacology. Anyway, we realized the error and let them in, but now they dominate it.

LH: I’m not against having disciplines mixed. In fact, that’s one of the big educational advantages of these organizations. 

DW: You do need some input from basic science. 

LH: But you need a balance.

DW: I couldn’t agree more. It’s losing sight of what the objective is. The objective is treating a patient. 

LH: It all boils down to that and it’s a very difficult task to get a balance. 

DW: It’s interesting to know the mechanism of action of these drugs and it’s certainly important for developing new drugs, but when we are sitting with our patients, we are interested to know how to make them better.  We want to know the best ways of doing that.

LH: I’m glad you found your career rewarding, as I think most of us in this organization have, and, in your case, it’s going to be good for sometime to come. You’re not ready to become part of history yet.

DW:  I don’t see myself as a historical figure.

LH:  I don’t know the threshold you have to pass to be that.

DW: I don’t either.  I’ll worry about that when I find it.  Meanwhile, I’ll go on looking.

LH: Thank you for the interview.  It’s nice to see you.

DW: It was a pleasure.  Thank you.

( David Wheatley was born in Exeter, Devon, England in 1919. Wheatley died in 2007.





