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For Leo, Alice, and the grandchildren yet to come






‘Brahms is the best antidepressant.’


 
Peter Sproston, 2008






Brand Names





	
Generic 
	
American 
	
British 



	Fluoxetine
	Prozac
	Prozac



	Paroxetine
	Paxil
	Seroxat



	Sertraline
	Zoloft
	Lustral



	Venlafaxine
	Effexor
	Effexor



	Nefazodone
	Serzone
	Dutonin



	Citalopram
	Celexa
	Cipramil









The information in this book is not a substitute for professional advice on specific emotional issues. Please consult your GP before changing, stopping or starting any medical treatment, specifically antidepressant medication. So far as the author is aware the information given is correct and up to date as at 3 September 2009. The author and publishers disclaim, as far as the law allows, any liability arising directly or indirectly from the use, or misuse, of the information contained in this book.
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Preface

Like most people, I used to think that antidepressants worked. As a clinical psychologist, I referred depressed psychotherapy clients to psychiatric colleagues for the prescription of medication, believing that it might help. Sometimes the antidepressant seemed to work; sometimes it did not. When it did work, I assumed it was the active ingredient in the antidepressant that was helping my clients cope with their psychological condition.

According to drug companies, more than 80 per cent of depressed patients can be treated successfully by antidepressants. Claims like this made these medications one of the most widely prescribed class of prescription drugs in the world, with global sales that make it a $19-billion-a-year industry.1 Newspaper and magazine articles heralded antidepressants as miracle drugs that had changed the lives of millions of people. Depression, we were told, is an illness - a disease of the brain that can be cured by medication. I was not so sure that depression was really an illness, but I did believe that the drugs worked and that they could be a helpful adjunct to psychotherapy for very severely depressed clients. That is why I referred these clients to psychiatrists who could prescribe antidepressants that the clients could take while continuing in psychotherapy to work on the psychological issues that had made them depressed.

But was it really the drug they were taking that made my clients  feel better? Perhaps I should have suspected that the improvement they reported might not have been a drug effect. People obtain considerable benefits from many medications, but they also can experience symptom improvement just by knowing they are being treated. This is called the placebo effect. As a researcher at the University of Connecticut, I had been studying placebo effects for many years. I was well aware of the power of belief to alleviate depression, and I understood that this was an important part of any treatment, be it psychological or pharmacological. But I also believed that antidepressant drugs added something substantial over and beyond the placebo effect. As I wrote in my first book, ‘comparisons of anti-depressive medication with placebo pills indicate that the former has a greater effect . . . the existing data suggest a pharmacologically specific effect of imipramine on depression’. As a researcher, I trusted the data as it had been presented in the published literature. I believed that antidepressants like imipramine were highly effective drugs, and I referred to this as ‘the established superiority of imipramine over placebo treatment’.2


When I began the research that I describe in this book, I was not particularly interested in investigating the effects of antidepressants. But I was definitely interested in investigating placebo effects wherever I could find them, and it seemed to me that depression was a perfect place to look. Why did I expect to find a large placebo effect in the treatment of depression? If you ask depressed people to tell you what the most depressing thing in their lives is, many answer that it is their depression. Clinical depression is a debilitating condition. People with severe depression feel unbearably sad and anxious, at times to the point of considering suicide as a way to relieve the burden. They may be racked with feelings of worthlessness and guilt. Many suffer from insomnia, whereas others sleep too much and find it difficult to get out of bed in the morning. Some have difficulty concentrating and have lost interest in all of the activities that previously brought pleasure and meaning into their lives. Worst of all, they feel hopeless about ever recovering from this terrible state, and this sense of hopelessness may lead them to feel that life is not worth living.  In short, depression is depressing. John Teasdale, a leading researcher on depression at Oxford and Cambridge universities, labelled this phenomenon ‘depression about depression’ and claimed that effective treatments for depression work - at least in part - by altering the sense of hopelessness that comes from being depressed about one’s own depression.3


Whereas hopelessness is a central feature of depression, hope lies at the core of the placebo effect. Placebos instil hope in patients by promising them relief from their distress. Genuine medical treatments also instil hope, and this is the placebo component of their effectiveness. When the promise of relief instils hope, it counters a fundamental attribute of depression. Indeed, it is difficult to imagine any treatment successfully treating depression without reducing the sense of hopelessness that depressed people feel. Conversely, any treatment that reduces hopelessness must also assuage depression. So a convincing placebo ought to relieve depression.

It was with that in mind that one of my postgraduate students, Guy Sapirstein, and I set out to investigate the placebo effect in depression - an investigation that I describe in the first chapter of this book, and that produced the first of a series of surprises that transformed my views about antidepressants and their role in the treatment of depression.4 In this book I invite you to share this journey in which I moved from acceptance to dissent, and finally to a thorough rejection of the conventional view of antidepressants.

The drug companies claimed - and still maintain - that the effectiveness of antidepressants has been proven in published clinical trials showing that the drugs are substantially better than placebos (dummy pills with no active ingredients at all). But the data that Sapirstein and I examined told a very different story. Although many depressed patients improve when given medication, so do many who are given a placebo, and the difference between the drug response and the placebo response is not all that great. What the published studies really indicate is that most of the improvement shown by depressed people when they take antidepressants is due to the placebo effect.

Our finding that most of the effects of antidepressants could be explained as a placebo effect was only the first of a number of surprises that changed my views about antidepressants. Following up on this research, I learned that the published clinical trials we had analysed were not the only studies assessing the effectiveness of antidepressants. I discovered that approximately 40 per cent of the clinical trials conducted had been withheld from publication by the drug companies that had sponsored them. By and large, these were studies that had failed to show a significant benefit from taking the actual drug. When we analysed all of the data - those that had been published and those that had been suppressed - my colleagues and I were led to the inescapable conclusion that antidepressants are little more than active placebos, drugs with very little specific therapeutic benefit, but with serious side effects. I describe these analyses - and the reaction to them - in Chapters 3 and 4.

How can this be? Before a new drug is put on the market, it is subjected to rigorous testing. The drug companies sponsor expensive clinical trials, in which some patients are given medication and others are given placebos. The drug is considered effective only if patients given the real drug improve significantly more than patients given the placebos. Reports of these trials are then sent out to medical journals, where they are subjected to rigorous peer review before they are published. They are also sent to regulatory agencies, like the Food and Drug Administration (FDA) in the US, the Medicines and Healthcare products Regulatory Agency (MHRA) in the UK and the European Medicine Agency (EMEA) in the EU. These regulatory agencies carefully review the data on safety and effectiveness, before deciding whether to approve the drugs for marketing. So there must be substantial evidence backing the effectiveness of any medication that has reached the market.

And yet I remain convinced that antidepressant drugs are not effective treatments and that the idea of depression as a chemical imbalance in the brain is a myth. When I began to write this book, my claim was more modest. I believed that the clinical effectiveness of antidepressants had not been proven for most of the millions of patients to whom they are prescribed, but I also  acknowledged that they might be beneficial to at least a subset of depressed patients. During the process of putting all of the data together, those that I had analysed over the years and newer data that have just recently seen the light of day, I realized that the situation was even worse than I thought. The belief that antidepressants can cure depression chemically is simply wrong.

In this book I will share with you the process by which I came to this conclusion and the scientific evidence on which it is based. This includes evidence that was known to the pharmaceutical companies and to regulatory agencies, but that was intentionally withheld from prescribing physicians, their patients and even from the National Institute for Health and Clinical Excellence (NICE) when it was drawing up treatment guidelines for the National Health Service (NHS) in the UK.

My colleagues and I obtained some of these hidden data by using the Freedom of Information Act in the US. We analysed the data and submitted the results for peer review to medical and psychological journals, where they were then published.5  Our analyses have become the focus of a national and international debate, in which many doctors have changed their prescribing habits and others have reacted with anger and incredulity. My intention in this book is to present the data in a plain and straightforward way, so that you will be able to decide for yourself whether my conclusions about antidepressants are justified.

The conventional view of depression is that it is caused by a chemical imbalance in the brain. The basis for this idea was the belief that antidepressant drugs were effective treatments. Our analyses showing that most - if not all - of the effects of these medications are really placebo effects challenges this widespread view of depression. In Chapter 4 I examine the chemical-imbalance theory. You may be surprised to learn that it is actually a rather controversial theory and that there is not much scientific evidence to support it. While writing this chapter I came to an even stronger conclusion. It is not just that there is not much supportive evidence; rather, there is a ton of data indicating that the chemical-imbalance theory is simply wrong.

The chemical effect of antidepressant drugs may be small or even non-existent, but these medications do produce a powerful placebo effect. In Chapters 5 and 6 I examine the placebo effect itself. I look at the myriad of effects that placebos have been shown to have and explore the theories of how these effects are produced. I explain how placebos are able to produce substantial relief from depression, almost as much as that produced by medication, and the implications that this has for the treatment of depression.

Finally, in Chapter 7, I describe some of the alternatives to medication for the treatment of depression and assess the evidence for their effectiveness. One of my aims is to provide essential scientifically grounded information for making informed choices between the various treatment options that are available.

Much of what I write in this book will seem controversial, but it is all thoroughly grounded on scientific evidence - evidence that I describe in detail in this book. Furthermore, as controversial as my conclusions seem, there has been a growing acceptance of them. NICE has acknowledged the failure of antidepressant treatment to provide clinically meaningful benefits to most depressed patients; the UK government has instituted plans for providing alternative treatments; and neuroscientists have noted the inability of the chemical-imbalance theory to explain depression.6 We seem to be on the cusp of a revolution in the way we understand and treat depression.

Learning the facts behind the myths about antidepressants has been, for me, a journey of discovery. It was a journey filled with shocks and surprises - surprises about how drugs are tested and how they are approved, what doctors are told and what is kept hidden from them, what regulatory agencies know and what they don’t want you to know, and the myth of depression as a brain disease. I would like to share that journey with you. Perhaps you will find it as surprising and shocking as I did. It is my hope that making this information public will foster changes in the way new drugs are tested and approved in the future, in the public availability of the data and in the treatment of depression.






1

Listening to Prozac, but Hearing Placebo

In 1995 Guy Sapirstein and I set out to assess the placebo effect in the treatment of depression. Instead of doing a brand-new study, we decided to pool the results of previous studies in which placebos had been used to treat depression and analyse them together. What we did is called a meta-analysis, and it is a common technique for making sense of the data when a large number of studies have been done to answer a particular question. It was once considered somewhat controversial, but meta-analyses are now common features in all of the leading medical journals. Indeed, it is hard to see how one could interpret the results of large numbers of studies without the aid of a meta-analysis.

In doing our meta-analysis, it was not enough to find studies in which depressed patients had been given placebos. We also needed to find studies in which depression had been tracked in patients who were not given any treatment at all. This was to make sure that any effect we found was really due to the administration of the placebo. To better understand the reason for this, imagine that you are investigating a new remedy for colds. If the patients are given the new medicine, they get better. If they are given placebos, they also get better. Seeing these data, you might be tempted to think that the improvement was a placebo effect.  But people recover from colds even if you give them nothing at all. So when the patients in our imaginary study took a dummy pill and their colds got better, the improvement may have had nothing to do with the placebo effect. It might simply have been due to the passage of time and the fact that colds are shortlasting illnesses.

Spontaneous improvement is not limited to colds. It can also happen when people are depressed. Because people sometimes recover from bouts of depression with no treatment at all, seeing that a person has become less depressed after taking a placebo does not mean that the person has experienced a placebo effect. The improvement could have been due to any of a number of other factors. For example, people can get better because of positive changes in life circumstances, such as finding a job after a period of unemployment or meeting a new romantic partner. Improvement can also be facilitated by the loving support of friends and family. Sometimes a good friend can function as a surrogate therapist. In fact, a very influential book on psychotherapy bore the title Psychotherapy: The Purchase of Friendship.1 The author did not claim that psychotherapy was merely friendship, but the title does make the point that it can be very therapeutic to have a friend who is empathic and knows how to listen.

The point is that without comparing the effect of placebos against rates of spontaneous recovery, it is impossible to assess the placebo effect. Just as we have to control for the placebo effect to evaluate the effect of a drug, so too we have to control for the passage of time when assessing the placebo effect. The drug effect is the difference between what happens when people are given the active drug and what happens when they are given the placebo. Analogously, the placebo effect is the difference between what happens when people are given placebos and what happens when they are not treated at all.

It is rare for a study to focus on the placebo effect - or on the effect of the simple passage of time, for that matter. So where were we to find our placebo data and no-treatment data? We found our placebo data in clinical studies of antidepressants, and  our no-treatment data in clinical studies of psychotherapy. It is common to have no-treatment or wait-list control groups in studies of the effects of psychotherapy. These groups consist of patients who are not given any treatment at all during the course of the study, although they may be placed on a wait list and given treatment after the research is concluded.

For the purpose of our research, Sapirstein and I were not particularly interested in the effects of the antidepressants or psychotherapy. What we were interested in was the placebo effect. But since we had the treatment data to hand, we looked at them as well. And, as it turned out, it was the comparison of drug and placebo that proved to be the most interesting part of our study.

All told, we analysed 38 clinical trials involving more than 3,000 depressed patients. We looked at the average improvement during the course of the study in each of the four types of groups: drug, placebo, psychotherapy and no-treatment. I am going to use a graph here (Figure 1.1, overleaf) to show what the data tell us. Although the text will have a couple more such charts, I am going to keep them to a minimum. But this is one that I think we need, to make the point clearly. What the graph shows is that there was substantial improvement in both the drug and psychotherapy groups. People got better when given either form of treatment, and the difference between the two was not significant. People also got better when given placebos, and here too the improvement was remarkably large, although not as great as the improvement following drugs or psychotherapy. In contrast, the patients who had not been given any treatment at all showed relatively little improvement.

The first thing to notice in this graph is the difference in improvement between patients given placebos and patients not given any treatment at all. This difference shows that most of the improvement in the placebo groups was produced by the fact that they had been given placebos. The reduction in depression that people experienced was not just caused by the passage of time, the natural course of depression or any of the other factors that might produce an improvement in untreated patients. It was a placebo effect, and it was powerful.
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Figure 1.1. Average improvement on drug, psychotherapy, placebo and no treatment.2 ‘Improvement’ refers to the reduction of symptomson scales used to measure depression. The numbers are called ‘effect sizes’. They are commonly used when the results of different studies are pooled together. Typically, effect sizes of 0.5 are consideredmoderate, whereas effect sizes of 0.8 are considered large. So the graph shows that antidepressants, psychotherapy and placebos produce large changes in the symptoms of depression, but there was only a relatively small average improvement in people who were not given any treatment at all.

One thing to learn from these data is that doing nothing is not the best way to respond to depression. People should not just wait to recover spontaneously from clinical depression, nor should they be expected just to snap out of it. There may be some improvement that is associated with the simple passage of time, but compared to doing nothing at all, treatment - even if it is just placebo treatment - provides substantial benefit.

Sapirstein and I were not surprised to find that there was a powerful placebo effect in the treatment of depression. Actually, we were quite pleased. That was our hypothesis and our reason  for doing the study. What did surprise us, however, was how small the difference was between the response to the drug and the response to the placebo. That difference is the drug effect. Although the drug effect in the published clinical trials that we had analysed was statistically significant, it was much smaller than we had anticipated. Much of the therapeutic response to the drug was due to the placebo effect. The relatively small size of the drug effect was the first of a series of surprises that the anti-depressant data had in store for us.

One way to understand the size of the drug effect is to think about it as only a part of the improvement that patients experience when taking medication. Part of the improvement might be spontaneous - that is, it might have occurred without any treatment at all - and part may be a placebo effect. What is left over after you subtract spontaneous improvement and the placebo effect is the drug effect. You can see in Figure 1.1 that improvement in patients who had been given a placebo was about 75 per cent of the response to the real medication. That means that only 25 per cent of the benefit of antidepressant treatment was really due to the chemical effect of the drug. It also means that 50 per cent of the improvement was a placebo effect. In other words, the placebo effect was twice as large as the drug effect.

The drug effect seemed rather small to us, considering that these medications had been heralded as a revolution in the treatment of depression - blockbuster drugs that have been prescribed to hundreds of millions of patients, with annual sales totalling billions of pounds.3 Sapirstein and I must have done something wrong in either collecting or analysing the data. But what? We spent months trying to figure it out.




ARE ALL DRUGS CREATED EQUAL? DOUBLE-BLIND OR DOUBLE-TALK 

One thing that occurred to us, when considering how surprisingly small the drug effect was in the clinical trials we had  analysed, was that a number of different medications had been assessed in those studies. Perhaps some of them were effective, whereas others were not. If this were the case, we had underestimated the benefits of effective drugs by lumping them together with ineffective medications. So before we sent our paper out for review, we went back to the data and examined the types of drugs that had been administered in each of the clinical trials in our meta-analysis.

We found that some of these trials had assessed tricyclic antidepressants, an older type of medication that was the most commonly used antidepressant in the 1960s and 1970s. In other trials, the focus was on selective serotonin reuptake inhibitors (SSRIs) like Prozac (fluoxetine), the first of the ‘new-generation’ drugs that replaced tricyclics as the top-selling type of antidepressant. And there were other types of antidepressants investigated in these trials as well. When we reanalysed the data, examining the drug effect and the placebo effect for each type of medication separately, we found that the diversity of drugs had not affected the outcome of our analysis. In fact, the data were remarkably consistent - much more so than is usually the case when one analyses different groups of data. Not only did all of these medications produce the same degree of improvement in depression, but also, in each case, only 25 per cent of the improvement was due to the effect of the drug. The rest could be explained by the passage of time and the placebo effect.

The lack of difference we found between one class of antidepressants and another is now a rather frequent finding in antidepressant research.4 The newer antidepressants (SSRIs, for example) are no more effective than the older medications. Their advantage is that their side effects are less troubling, so that patients are more likely to stay on them rather than discontinue treatment. Still, the consistency of the size of the drug effect was surprising. It was not just that the percentages were close; they were virtually identical. They ranged from 24 to 26 per cent. At the time I thought, ‘What a nice coincidence! It will look great  in a PowerPoint slide when I am invited to speak on this topic.’ But since then I have been struck by similar instances in which the consistency of the data is remarkable, and it is part of what has transformed me from a doubter to a disbeliever. I will note similar consistencies as we encounter them in this book.

The consistency of the effects of different types of antidepressants meant that we had not underestimated the antidepressant drug effect by lumping together the effects of more effective and less effective drugs. But our re-examination of the data in our metaanalysis held another surprise for us. Some of the medications we had analysed were not antidepressants at all, even though they had been evaluated for their effects on depression. One was a barbiturate - a depressant that had been used as a sleeping aid, before being replaced by less dangerous medications. Another was a benzodiazepine - a sedative that has largely replaced the more dangerous barbiturates. Yet another was a synthetic thyroid hormone that had been given to depressed patients who did not have a thyroid disorder. Although none of these drugs are considered antidepressants, their effects on depression were every bit as great as those of antidepressants and significantly better than placebos. Joanna Moncrieff, a psychiatrist at University College London, has since listed other drugs that have been shown to be as effective as medications for depression.5 These include antipsychotic drugs, stimulants and herbal remedies. Opiates are also better than placebos, but I have not seen them compared to antidepressants.

If sedatives, barbiturates, antipsychotic drugs, stimulants, opiates and thyroid medications all outperform inert placebos in the treatment of depression, does this mean that any active drug can function as an antidepressant? Apparently not. In September 1998 the pharmaceutical company Merck announced the discovery of a novel antidepressant with a completely different mode of action than other medications for depression. This new drug, which they later marketed under the trade name Emend for the prevention of nausea and vomiting due to chemotherapy, seemed to show considerable promise as an antidepressant in  early clinical trials. Four months later the company announced its decision to pull the plug on the drug as a treatment for depression. The reason? It could not find a significant benefit for the active drug over placebos in subsequent clinical trials. This was unfortunate for a number of reasons. One is that the announcement caused a 5 per cent drop in the value of the company’s stock. Another is that the drug had an important advantage over current antidepressants - it produced substantially fewer side effects. The relative lack of side effects had been one reason for the enthusiasm about Merck’s new antidepressant. However, it may also have been the reason for its subsequent failure in controlled clinical trials. It seems that easily noticeable side effects are needed to show antidepressant benefit for an active drug compared to a placebo.6


At first, Sapirstein and I found the equivalence between antidepressants and other drugs puzzling, to say the least. Why should drugs that are not antidepressants be as effective as antidepressants in treating depression? To answer this question, we asked another. What do all these diverse drugs have in common that they do not share with inert placebos? What do SSRIs have in common with the older tricyclic antidepressants, with other less common antidepressants, and even with tranquillizers, depressants and thyroid medication? The only common factor that we were able to note was that they all produce easily noticeable side effects - the one thing that was lacking in Merck’s new treatment for depression. Placebos can also produce side effects, but they do so to a much lesser extent than active medication. Clinical trials show that whereas the therapeutic benefits of antidepressants are relatively small when compared to placebos, the difference in side effects is substantial.7


Why are side effects important? Imagine that you have been recruited for a clinical trial of an antidepressant medication. As part of the required informed-consent procedure, you are told that you may be given a placebo instead of the active medication, but because this is a double-blind trial, you will not be told which you are getting until the study is over. You are told that  it may take weeks before the therapeutic effects of the drug are apparent, and also that the drug has been reported to produce side effects in some patients. Furthermore, as required by the informed-consent procedures that need to be followed in clinical trials, you are also told exactly what those side effects are (for example, a dry mouth, drowsiness, diarrhoea, nausea, forgetfulness) and that these are most likely to occur soon after treatment has begun - before the therapeutic effects are felt.8


Now if I were a patient in one of these trials, I would wonder to which condition I had been assigned. Had I been put in the active-drug group or in the placebo group? Hmm, my mouth is getting dry, and I’m beginning to feel a little nauseous. Normally, I might feel distressed by these symptoms, but I have been informed that these are side effects of the active drug. So instead of feeling distressed, I am elated. My dry mouth and nauseous stomach tell me that I have been given the active drug, rather than the placebo. I’m starting to feel better already.

Figuring out whether you have been given the drug or the placebo in a clinical trial is referred to as ‘breaking blind’. Clinical trials are supposed to be double-blind. This means that neither the patient nor the doctor is supposed to know whether the patient has been given the active drug or the placebo. In fact, these trials are not really double-blind. Many of the patients break blind, and so do the physicians who are treating them. Both the patients and their doctors come to realize which condition they are in, before being told at the end of the trial. We know this from antidepressant studies in which patients and doctors are asked to say whether they have been given drug or placebo. If they were only guessing, they should be right about half the time, but in fact they are much more accurate than that. In the largest study of this type, 80 per cent of patients accurately identified whether they were on drug or placebo, and in 87 per cent of the cases their doctors also guessed correctly. With the number of patients assessed in this study, the odds of 80 per cent guessing correctly just by chance is less than one in a million. This means that most patients and most doctors broke blind.  For patients, this was especially true if they were in the real drug condition: 89 per cent of patients given the real antidepressants correctly figured out that they were in the drug group. In contrast, only 59 per cent of patients in the placebo group guessed correctly.9





ANTIDEPRESSANTS AS ACTIVE PLACEBOS 

The breaking of blind by patients in clinical trials may be the key to understanding why all types of different drugs in our metaanalysis, even those that were not antidepressants, had the same effect on depression. When patients are kept blind, they do not know whether they have been given the drug or the placebo. Hence, their expectation of getting better is tempered by their knowledge that they might have been given a placebo. But when they break blind, their expectations change. If they know they have been given the active drug, rather than the placebo, they become much more confident of improving. Conversely, if they realize that they are in the placebo group, their expectancy of improvement declines.

As we shall see in Chapter 6, expectations of improvement are a central factor in the placebo effect. People expect to get better when given a treatment, and in many conditions that expectation can produce the improvement they expect as a sort of self-fulfilling prophecy. In other words, patients who break blind in clinical trials might improve more on the active drug than on the placebo, simply because they know they are getting a real drug rather than a sugar pill. If they believe they are on the active drug, they have a greater expectation of improvement, and because of these enhanced expectations they actually do improve more. On the other hand, if they realize they have been given a placebo, they expect - and therefore experience - less improvement.

This is not just speculation. It is backed by evidence. Some antidepressant trials are conducted without placebo groups.  These are called comparator trials, because they compare one antidepressant to another. In comparator trials, all patients are given an active drug, and they know that there is no chance at all of getting a placebo. A group of researchers led by Joel Sneed at Columbia University in New York compared the response of patients in comparator trials to that of patients in placebo-controlled trials. The researchers found that patients in the comparator trials were significantly more likely to improve. Specifically, 60 per cent of patients responded to antidepressants in the comparator trials, but only 46 per cent were rated as improved in the placebo-controlled trials.10 This difference resulted from patients knowing that they were definitely getting an active drug versus knowing that they might be getting a placebo, as that was the only difference between the two types of trials that were compared. Because it was produced by what the patients believed about the drug, rather than by the drug itself, it can be considered a placebo effect.

To summarize the argument to this point, we found a relatively small difference between the response to antidepressant drugs and the response to placebos. In other words, the drug effect was rather small. We also found that the small but significant difference between active drugs and placebos was not limited to antidepressants. Other active drugs also reduced depression more than placebos did. The one thing that all of these drugs had in common was that they produced side effects, and side effects have been associated with figuring out whether one has been given an active drug or a placebo in a clinical trial. Finally, we have seen that knowing that one is getting an active drug boosts the effectiveness of the drug, and knowing that one might have been given a placebo decreases its effectiveness. Putting all of this together leads to the conclusion that the relatively small difference between drugs and placebos might not be a real drug effect at all. Instead, it might be an enhanced placebo effect, produced by the fact that some patients have broken blind and have come to realize whether they were given drug or placebo. If this is the case, then there is no real antidepressant drug effect  at all. Rather than comparing placebo to drug, we have been comparing ‘regular’ placebos to ‘extra-strength’ placebos.

When Sapirstein and I published our analysis, we could not prove that the difference between active drug and placebo in antidepressant trials was due to an enhanced placebo effect. Given the data that we had, this was only a hypothesis, but it was a hypothesis based on substantial circumstantial evidence. Besides the data I summarized in the last paragraph, there are two additional kinds of evidence that support the enhanced placebo effect hypothesis. One of these is that there is an exceptionally high correlation between improvement and the experience of SSRI side effects.11 One might expect to find a negative association between side effects and improvement. Side effects of SSRIs include sexual dysfunction, insomnia, short-term weight loss, long-term weight gain, diarrhoea, nausea, drowsiness, skin reactions, nervousness, anorexia, dry mouth and sweating.12 One would think that experiences like this would make people feel more depressed. Indeed, some of these side effects could also be interpreted as symptoms of depression. But in fact the relationship is in the opposite direction. The more side effects a person experiences when taking Prozac, the more he or she improves on the drug. I can think of only one reason why insomnia, diarrhoea and nausea might be linked to improvement, and that is that they lead patients to conclude that they have been given the active drug, rather than the placebo.

The association between side effects and improvement is so strong as to be almost perfect. Correlations can range from zero to one. The correlation between side effects and improvement when taking Prozac is .96, which is just about as high as a correlation can get.13 It is exceptionally rare to find correlations this high in research. My colleague John Kihlstrom at the University of California at Berkeley calls data like this ‘Faustian’ - by which he means that researchers would sell their souls to obtain them.14 A high correlation between two things does not mean that one has caused the other. Hat sizes and shoe sizes are highly correlated, but big feet do not cause swollen heads.  Similarly, the correlation between side effects and improvement does not prove that side effects produce the improvement. Still, it fits the enhanced placebo hypothesis perfectly, and it is hard to think of another explanation for it.

While writing this book, I was invited to speak about my antidepressant research by Corrado Barbui and Andrea Cipriani, psychiatrists at the University of Verona who had conducted studies with results similar to mine, but who still believed that antidepressants had a chemical effect.15 After my talk, we argued a bit about my contention that the small differences between antidepressant drugs and placebos might be due to the presence of side effects and the consequent breaking of blind among patients who had been given the real drug rather than the placebo. ‘If you are right about that,’ said these two gentlemen of Verona, ‘then controlling for side effects statistically ought to eliminate the drug effect completely.’ I agreed, and we decided to test this hypothesis using their collection of all the published and unpublished clinical trials that GlaxoSmithKline had conducted on their SSRI, Seroxat. The results of that analysis showed that once you adjust for drug-placebo differences in side effects, differences in rates of improvement are no longer statistically significant.16


Another kind of evidence supporting the active placebo hypothesis comes from studies comparing antidepressants to what are called ‘active placebos’. An active placebo is a real drug that produces side effects, but that should not have any therapeutic benefits for the condition being treated. It is used to prevent patients in clinical trials from breaking blind - that is, from guessing the condition to which they have been assigned on the basis of side effects. If the experience of side effects leads patients to conclude that they are in the drug group, rather than the placebo group, then the use of active placebos should keep them in the dark.

What would happen if active placebos were used in clinical trials, rather than inactive placebos? Would one still get the relatively small but significant difference between drug and placebo? We already have the beginning of an answer to this question.  Active placebos have been compared to antidepressants in nine clinical trials.17 In these trials, the drug atropine was used as an active placebo. Atropine is an active medication. It is used in the treatment of gastric dysfunctions such as irritable bowel syndrome, diarrhoea and peptic ulcers. It can also be used to treat motion sickness, bed-wetting and symptoms of Parkinson’s disease, but it is not an antidepressant. Its side effects include a dry mouth, insomnia, headaches and drowsiness, which have also been reported as side effects of antidepressants. It has significantly fewer side effects than the antidepressants to which it was compared in these trials, but should still help prevent patients from breaking blind and realizing that they have been given a placebo, at least to some degree.

Most of the published clinical trials comparing antidepressants to inert placebos - that is, placebos that do not produce side effects - show significant differences between the active drug and the placebo. When an active placebo is used, most clinical trials do not show a significant benefit for antidepressants. Of the nine clinical trials in which an antidepressant was compared to atropine, a significant difference between drug and placebo was found in only two. Furthermore, in the two studies that asked raters to guess which patients had been given antidepressants and which had been given the active placebo, the raters were able to guess what medication had been given at better-than-chance levels. Despite this, in the vast majority (78 per cent) of the clinical trials in which active placebos were used, no significant differences were found between the drug and the placebo. So comparisons with inactive placebos are much more likely to show drug-placebo differences than comparisons with active placebos. This suggests that at least part of the difference that has been found between antidepressant and placebo may be due to the experience of more side effects on the active drug than on the placebo.

Let’s summarize the arguments for the active placebo hypothesis.

1. Antidepressants produce significantly more side effects than inert placebos.

2. Most patients in clinical trials are able to figure out whether they have been assigned to the drug group or the placebo group before being told.
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