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How to Use This Book

 

First, an important warning:

 

When trying to withdraw from many psychiatric drugs, patients can develop serious and even life-threatening emotional and physical reactions. In short, it is dangerous not only to start taking psychiatric drugs but also can be hazardous to stop taking them. Therefore, withdrawal from psychiatric drugs should be done under medical and clinical supervision. 

 

Most books about psychiatric drugs provide the kind of information that drug advocates and pharmaceutical companies want the public to have. At best, they offer a watered-down version of information that is at the fingertips of most physicians and other professionals. 

This book is different. It provides information not readily available, even to most experts in the field. Much of it, in fact, has been systematically withheld from physicians and patients alike. Nonetheless, this book cannot be used as a treatment handbook. We suggest instead that you share it with your personal physician or mental health professional. Almost certainly, he or she will be unfamiliar with some if not much of what it contains. 

We have provided an extensive bibliography that lists every author, article, or project mentioned in the book. If the reference cannot be located easily by the name of the author, the numbered chapter note will help you find the source in the bibliography. The appendix to the book contains information on psychiatric reform organizations, self-help support groups, therapy resources, legal resources, and standard sources of drug information. 

In most cases we have provided identifying information about the professionals whose work we cite in the book. Psychiatrists are physicians; they have medical degrees. As medical doctors, they have the right to prescribe medications. Some psychiatrists are also trained in psychotherapy or "talking therapy," but many of them lack these skills. While psychiatrists take leadership roles in promoting psychiatric drugs, many family physicians and other medical specialists also prescribe these medications. Psychologists are trained in a variety of disciplines, including research, psychological testing, and psychotherapy. They have Ph.D., rather than M.D., degrees and cannot prescribe medications. 

Many biologically oriented psychiatrists argue that medication is the best or only approach to the problems they diagnose and treat, but there is a great diversity of opinion about this in the field of mental health and within the public. While some psychologists are lobbying for the right to prescribe medication, they have not as yet obtained this dubious power. Like many mental health professionals, however, some psychologists support the pharmacological approach that we criticize, while many others do not. In seeking help from mental health professionals—including psychiatrists, psychologists, clinical social workers, counselors, and family therapists—it is best to inquire in advance about their views on psychiatric drugs. 

 


 

Introduction:1

Science and the FDA Have Confirmed the Findings of this Book;

Even the Drug Companies Have Uncovered No Errors

 

By Peter R. Breggin, M.D.

 

How good is the science in this book?  How valid and convincing is it—even to the drug companies that I am criticizing?

I have now been a medical expert in dozens of product liability suits against pharmaceutical companies, including the manufacturers of drugs examined in this book: Prozac, Paxil and Zoloft.  Most of the lawsuits have centered on the main issues in this book: antidepressant-induced violence, suicide and mania.  In most of these cases, the plaintiffs or the plaintiffs’ families have hired me after individuals have committed suicide, perpetrated crimes, or otherwise ruined their lives while under the influence of an antidepressant.  

Most of the antidepressant cases in which I have been an expert have been settled to the satisfaction of the people who brought the suit against the drug company. Sometimes the drug companies have given a million, or even many millions of dollars, to the plaintiffs—of course, always without admitting guilt.  Except for one case that was settled for millions of dollars during the trial2, in no case has an antidepressant manufacturer chosen to go to court in a case in which I have been a medical expert.  The reason, I believe, is that the science I have presented is solid and even incontrovertible.  The drug companies don’t want the evidence coming out in open court and they don’t want to risk losing a high-profile case.

  As a result of my work as a medical expert against the drug companies, teams of opposing lawyers and opposing medical experts have scrutinized my medical opinions and this book in particular. This high-powered critical assault has been going on for years and it has turned up no errors in this book.  None of the original book needs correction.  It would be difficult to exaggerate how much financial investment and manpower the drug companies have devoted to examining Talking Back to Prozac without finding any scientific or factual errors.  

In addition to its unsullied record as a scientific work, Talking Back to Prozac remains worthwhile reading as a demonstration that objective analyses—i.e., analyses done by a scientist independent of the Psychopharmaceutical Complex—can come to clear conclusions years ahead of the medical establishment with its ties to the drug companies.  

Talking Back to Prozac continues to provide a model for how to go about examining the actual adverse effects and efficacy of psychiatric drugs, or the risk/benefit ratio.  The rich detail in this book remains relevant and useful to a variety of researchers as well as to medical experts and attorneys involved in product liability litigation against pharmaceutical companies.  

If you were to read this book by itself, you would know more about the risks of the newer antidepressants than most physicians.  Ideally, you should also read my two most recent books, Brain-Disabling Treatments in Psychiatry, the Second Edition (2008) and Medication Madness: A Psychiatrist Exposes the Dangers of Mood Altering Drugs (2008).  

This introduction is based on Chapter 6 of the second edition of Brain-Disabling Treatments in Psychiatry (2008) and examines the evolution of the drug labels for SSRI antidepressants including Prozac, Paxil and Zoloft.  The evolution of the drug label allows an in-depth look at the FDA’s acknowledged hazards of the newer antidepressants.  A more detailed analysis of the background scientific literature can be found in Chapter 7 of Brain-Disabling Treatments in Psychiatry (2008).   

My most recent book, Medication Madness: A Psychiatrist Exposes the Dangers of Mood-Altering Drugs (2008), presents dozens of new cases of individuals driven to take out-of-character and sometimes horrendously destructive actions while under the influence of the newer antidepressants.  It introduces the concept of medication spellbinding which helps to explain how people fail to appreciate the negative emotional and psychological effects of psychoactive agents while they are taking them; how they can feel better than ever when they are in reality doing worse than ever; and how they will sometimes commit harmful actions that they would never have perpetrated except for the spellbinding drug effect.  

 

A Huge Market

 

In recent years, the market for antidepressants has become huge.  In the United States in 2001, an estimated 24.5 million patient visits were made for depression, with 69% of these visits resulting in prescriptions for SSRIs (Fergusson et al., 2005; Stafford et al., 2001). In 2002, about 6% of all boys were taking antidepressants, and the number has continued to grow. By 2004, an estimated 1 in 10 women was taking one of the newer antidepressants (Vedantam, 2004). 

The antidepressants generate gigantic revenues for the drug companies. In 2006, according to IMS Health (2007), antidepressants were the most prescribed among all classes of drugs, with a total of 227.3 million prescriptions in the United States. They were third in revenue, with a total of $13.5 billion. To give perspective to these ﬁgures, the widely prescribed lipid regulators like Lipitor were second as a class, with 203.0 million prescriptions, and ﬁrst in revenue, at $21.6 billion. 

Antidepressants have, however, been taking something of a licking from the Food and Drug Administration (FDA) and the media in the last few years, culminating in 2004—2005 with a black-box warning about antidepressant-induced suicidality in children and then in 2007 by another black-box warning about increased suicidality in young adults. But in reality, there was little impact on the prescription of these drugs. U.S. sales of antidepressants declined 1.4% in 2004 and 6% in 2005, followed by a 2% recovery in 2006, with industry determining that the black-box warnings were ultimately “unlikely to signiﬁcantly threaten sales” (McManus, 2007). And as already mentioned, they are still number one when it comes to sales. 

 

The FDA Begins to Catch Up with Talking Back to Prozac

 

In 2004 the FDA began issuing a series of label changes and public health warnings for the newer antidepressants that have confirmed the most important conclusions drawn ten years earlier in Talking Back to Prozac.  The FDA now requires extensive warnings in the labels for antidepressants describing most of the problems first documented in detail in this book, including the increased risk of suicidality, and the over-stimulation or activation syndrome with irritability, aggression, hostility, mood instability, hypomania and mania.  The FDA has also acknowledged that the drugs are ineffective in children and further research has confirmed that they lack efficacy in adults as well, once again confirming observations made years earlier in this book. 

The FDA’s conclusions have been accompanied by an enormous amount of research that further confirms the conclusions made in Talking Back to Prozac. Thus, the scientific analyses in Talking Back to Prozac have held up under the test of time.  

 

Warning Signs from the Beginning

 

Soon after the introduction of the ﬁrst SSRI, ﬂuoxetine (Prozac), into the United States marketplace in January 1988, published reports began describing ﬂuoxetine-induced violence against self and others. 

In 1990, Teicher et al. published their classic article “Emergence of Intense Suicidal Preoccupations During Fluoxetine Treatment” in the American Journal of Psychiatry, describing ﬁve patients who developed akathisia and became obsessively suicidal on Prozac, who felt relief when the medication was stopped, and then a resumption of their agitation when it was resumed. In May 1990, the FDA required the manufacturer of Prozac, Eli Lilly and Company, to add suicidal ideation and violent behaviors to the Post-introduction Reports section of its label. The section that listed violence and suicide as possible adverse drug reactions began with a caveat that the reported reactions “may have no causal relationship with the drug.” 

On August 11, 1990, an editorial in The Lancet (“5-HT Blockers,” 1990) included “the promotion of suicidal thoughts and behaviour” (p. 346) among the adverse effects of ﬂuoxetine. The journal was ahead of its time in its cautions: 

 

Fluoxetine represents US know-how at its best and has been aired in the media at a time when biological psychiatry has become supreme in North America. However, we do not know whether the drug is better than earlier antidepressants, whether 5-HT is the main neurotransmitter in depression, and whether the 5-HT uptake blockers have acceptable side effects.

 

The following year, the British National Formulary, a joint publication of the British Medical Association and Royal Pharmaceutical Society of Great Britain (1991), listed suicidal ideation and violent behavior as ﬂuoxetine side effects. Also in 1991, I published Toxic Psychiatry, in which I observed for the ﬁrst time that Prozac was producing a continuum of overstimulation that included akathisia, agitation, anxiety, insomnia, depression and mania, and, in the extreme, suicide and violence. I drew on previously sequestered FDA premarketing data on Prozac, the scientiﬁc literature, and my own clinical and forensic cases. 

Subsequently, many books and reports have dealt with the subject of SSRI-induced violence and suicide (e.g., Breggin, 1992b, 1997, 2001a; Breggin et al., 1994a; Glenmullen, 2000; Healy, 2000; Teicher et al., 1993). 

	

The Class of SSRIs

 

These selective serotonin reuptake inhibitors (SSRIs) include ﬂuoxetine (Prozac), sertraline (Zoloft), paroxetine (Paxil), ﬂuvoxamine (Luvox), citalopram (Celexa), and, most recently, escitalopram (Lexapro). These drugs block the removal of the neurotransmitter serotonin from the synaptic cleft.  

A number of other antidepressants share most of the risks associated with the SSRIs, including suicidality, aggression, and over-stimulation with mania.  One group includes the nonselective serotonin reuptake inhibitors (NSRIs) such as venlafaxine (Effexor) and the tricyclic clomipramine (Anafranil). Buproprion (Wellbutrin, Zyban) is a very stimulating drug.  Duloxetine (Cymbalta) also shares many characteristics with SSRIs.  Nefazodone (Serzone) was not as stimulating, and it has been withdrawn from the market due to liver damage. 

When observations are made in clinical practice and in the scientiﬁc literature concerning the impact of SSRIs, they are typically treated as a single category or class of pharmacological agents.  It is generally recognized that an adverse mental or behavioral reaction, such as agitation or mania, that is observed in regard to one SSRI is likely to be found with all the other SSRIs. When I initially testiﬁed about this reality in deposition and trial as a medical expert, drug company lawyers ridiculed my position, claiming that I could not use data about one SSRI to draw conclusions about other SSRIs. Then, in 2004—2007, the FDA began issuing required class warnings on adverse psychiatric reactions such as suicidality, hostility, irritability, and mania that are identical for the entire class of SSRIs. 

	

FDA Confirms Antidepressant-Induced Suicidality in Children

 

On February 2, 2004, the FDA held an open meeting of the joint Psychopharmacological Drugs Advisory Committee and the Pediatric Subcommittee of the Anti-Infective Drugs Advisory Committee to hear public testimony and explore the risk of suicidality associated with antidepressants in children. During September 13—14, 2004, the FDA met again to present a reevaluation of data on 4,582 pediatric patients from 24 antidepressant controlled clinical trials of 4—16 weeks in duration. With one exception, the studies were drawn from 23 industry-sponsored trials. The exception was one National Institute of Mental Health (NIMH) study, the Treatment for Adolescents With Depression Study (TADS), a 12-week trial involving 439 children age 12—17, comparing Prozac alone, cognitive therapy alone, combined therapy, and placebo (March et al., 2004). Thus industry-sponsored studies dominated the data. 

Despite the handicap that the studies were largely developed and conducted with the aim of proving the value of industry products, a meta-analysis of the combined data indicated that antidepressants in children and youth increase the suicide attempt rate and that an estimated 1% to 3% of patients would be at risk of antidepressant-induced suicidality (Hammad et al., 2006). On October 15, 2004, the FDA mandated a black-box warning, and in early 2005, it was ﬁnalized (FDA, 2005a). According to FDA requirements for describing adverse drug reactions, a risk of 1% or more is considered common. 

 

Easy to Show Serious Harmful Effects;

Hard to Show Effectiveness

 

We will ﬁnd that the psychiatric establishment continues to minimize the FDA ﬁndings. Even the FDA recently described the ﬁnding as “modest” (see subsequent discussion). Thomas Insel, director of NIMH, weighed in on the side of drugs, describing them as “medications of known beneﬁt and of questionable risks” (Vedantam, 2005), when the scientiﬁc research actually shows them to be medications of no beneﬁt and grave risk. 

The New England Journal of Medicine asked one of the panel members of the FDA Psychopharmacological Drug Advisory Committee, physician and epidemiologist Thomas B. Newman (2004), to comment on the results of the studies conducted in the controlled clinical trials to determine the risk of suicidality. He wrote, 

 

The results were striking. When all the pediatric trials were pooled, the rate of deﬁnite or possible suicidality among children assigned to receive antidepressants was twice that in the placebo group. (The summary risk ratio was 2.19; 95 percent conﬁdence interval.) Although the FDA staff did not provide this information to the committee, according to my own calculations, such a dramatic result could be expected to occur by chance only 1 time in 20,000 (p = 0.00005). . . . The fact that an association emerged from a meta-analysis with a P value of 0.00005, for an outcome that the sponsors of the trials were not looking for, and presumably did not wish to ﬁnd, was quite convincing.

 

Notice that the FDA itself failed to provide the p value that made the result so stunning! The panel member had to calculate it for himself. 

Newman (2004) also made the point that the FDA found that only 3 of the 15 available controlled clinical trials showed efﬁcacy for antidepressants in treating depressed children. He said that several FDA committee members spoke in favor of the antidepressants, citing either their own experience or the TADS conducted by NIMH; “however, others and I found the evidence of efﬁcacy much less convincing than the evidence of harm.” According to Newman, 

 

In reviewing TADS we were struck by the small size of the difference between ﬂuoxetine and placebo as compared with the effect of placebo alone. . . . It is easy to see why the personal experience of clinicians and patients would lead them to believe the drug to be effective, since they would have no way of knowing that more than 85% of the beneﬁt they observed would have also occurred with placebo.Randomized trials other than TADS have had less favorable results. The FDA indicated that only 3 of 15 trials of antidepressant use in children with depression had found a statistically signiﬁcant beneﬁt. The agency also provided us with a meta-analysis that showed that the estimated efﬁcacy of antidepressants in children was minimal and likely to have been overestimated, because published studies have much more favorable results than unpublished studies. Thus, both clinical experience and published trials are likely to lead to inﬂated estimates of the efﬁcacy of these drugs. 

 

The critique provided by the FDA was by Whittington et al. (2004) (see chapter 7 in Peter Breggin, Brain-Disabling Treatments in Psychiatry, 2008). 

Newman (2004) also found many unanswered questions: “The FDA’s meta-analysis suggested that the new antidepressants double the risk of suicidality, about 2.5 percent to 5 percent, in trials lasting two or three months. But what happens if you take them for a year?” 

Epidemiologist Newman’s (2004) comments summarize the essential problem of psychiatric drugs in general: easy to show their serious adverse effects; difﬁcult to show their effectiveness. 

 

Recent FDA Admissions and Findings

 

Thus, in 2004, the FDA began to catch up with observations I had begun making in 1991 in Toxic Psychiatry and more elaborately documented in the 1997 edition of this book, concerning the risks of antidepressant-induced suicide, at least in children, and later, the FDA would also afﬁrm the risk in adults, at least young ones. However, in some ways more important, and almost entirely ignored in the press and the medical community, the FDA also conﬁrmed my major critique of the newer antidepressants: that they produce a stimulant-like syndrome or activation that causes a whole array of disorders, from agitation, anger, and hostility to outright mania. 

Following public hearings in early 2004, the FDA issued a press release for a Public Health Advisory in regard to children and adults, in which it stated, “The agency is also advising that these patients be observed for certain behaviors that are known to be associated with these drugs, such as, agitation, panic attacks, insomnia, irritability, hostility, impulsivity, akathisia (severe restlessness), hypomania, and mania.” 

The FDA’s description and its ﬁnal label changes closely parallel what I had been saying for more than a decade and mimicked language from my 2003 report “Suicide, Violence and Mania Caused by Selective Serotonin Reuptake Inhibitors,” in which I concluded, “Mania with psychosis is the extreme end of a stimulant continuum that often begins with lesser degrees of insomnia, nervousness, anxiety, hyperactivity and irritability and then progresses toward more severe agitation, aggression, and varying degrees of mania.” In that report, I also discussed akathisia and described the antidepressant-induced stimulant syndrome, including “hypomania/mania, insomnia, nervousness, anxiety, agitation, central nervous system stimulation, emotional lability . . . as well as paranoid reaction, psychosis, hostility, and euphoria.”

 

The Final Class Label on Suicidality in Children and Adolescents

 

The FDA published its ﬁnal version of the class label for all antidepressants on January 26, 2005. The FDA applied the new label changes to all 34 antidepressants on the market, including older, more sedating antidepressants such as amoxapine (Asendin), trazodone (Desyrel), amitriptyline (Elavil), doxepin (Sinequan), and imipramine (Tofranil). The last-minute inclusion of the older antidepressants was an act of deference to the manufacturers of the newer antidepressants, in effect tarring all antidepressants with a brush meant only for the newer ones. 

However, the agency’s conclusions were based on a limited number of new antidepressants, including bupropion, citalopram, ﬂuoxetine, ﬂuvoxamine, mirtazapine, nefazodone, paroxetine, sertraline, escitalopram, and venlafaxine, according to an FDA Talk Paper (2004a).  These were the drugs most often cited by the public at the two FDA hearings. 

Although the labels are currently being updated by the FDA to include a warning about antidepressant-induced suicidality in young adults, every antidepressant label until recently had a black-box warning at the top titled “Suicidality in Children and Adolescents” that begins with the following statement: 

 

Antidepressants increased the risk of suicidal thinking and behavior (suicidality) in short-term studies in children and adolescents with Major Depressive Disorder (MDD) and other psychiatric disorders. 

 

This statement was already a compromise between the FDA’s original proposal and drug company feedback. The FDA’s original, stronger draft read, “A causal role for antidepressants in inducing suicidality has been established in pediatric patients” (Lenzer, 2005). The draft statement went beyond the clinical trials themselves to say that suicidality had been established in general. It also used the dread phrase causal role. In every case in which I have testiﬁed against the drug companies in deposition, the defendant companies have tried to dismiss any scientiﬁc conclusions about drugs inducing suicidality, unless the conclusion used the term causal. In reality, scientiﬁc articles and FDA-approved labels rarely use the concept of causation, giving much relief to the drug companies, who can then claim, however falsely, that causality has not been established. 

Meanwhile, referring to the decision made by the FDA Psychopharmacological Drugs Advisory Committee, even staunch advocates of antidepressants have to admit that “the committee concluded that a causal link exists between antidepressant treatment and pediatric suicidality and advised that policies be implemented” (Pfeffer, 2007). 

 

The Stimulant Syndrome

 

Beneath the black box, a headline reads “WARNINGS—Clinical Worsening and Suicide Risk.” Without identifying it as such, this section contains a warning about the stimulant or activation syndrome that I ﬁrst described in Toxic Psychiatry in 1991: 

 

The following symptoms, anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, and mania, have been reported in adult and pediatric patients being treated with antidepressants for major depressive disorder as well as for other indications, both psychiatric and nonpsychiatric. 

 

Note the speciﬁc references to “irritability, hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, and mania,” a virtual prescription for violence. This new addition to the label, the implications of which having been largely overlooked, refers to children and adults. By indicating that nonpsychiatric patients can develop these reactions, the FDA class label challenges the commonly held belief that only patients with a bipolar history or vulnerability are at risk for developing antidepressant overstimulation. 

The new label addresses information that should be given to patients who take the newer antidepressants and their caregivers: 

 

Clinical Worsening and Suicide Risk: Patients, their families and caregivers should be encouraged to be alert to the emergence of anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, mania, and other unusual changes in behavior, worsening of depression, and suicidal ideation, especially early during antidepressant treatment and when the dose is adjusted up or down. Families and caregivers of patients should be advised to observe for the emergence of such symptoms on a day-to-day basis, since changes may be abrupt. Such symptoms should be reported to the patient’s prescriber or health professional, especially if they are severe, abrupt in onset, or were not part of the patient’s presenting symptoms. 

 

Most of the symptoms described in my previous publications and by the FDA in its new label are the result of activation or stimulation, a syndrome similar to that caused by stimulants such as amphetamine, methamphetamine, and methylphenidate, especially in high doses. Compared to antidepressant-induced suicidality, activation is bolstered by a much larger scientiﬁc literature and poses a far more common, and often disastrous, level of risk (see subsequent discussion). 

Activation should be at the top of the differential diagnosis list when a patient’s condition deteriorates while taking antidepressants. If the physician misidentiﬁes drug-induced activation as caused by the patient’s original psychiatric disorder, the doctor is likely to continue, or even increase, the antidepressant dose, ultimately causing mania and psychosis. 

 

The New FDA Medication Guide

 

Simultaneously with the new warnings, the FDA required physicians to provide the families of children receiving antidepressants with a sheet of information titled “Medication Guide: About Using Antidepressants in Children and Teenagers” (Food and Drug Administration, 2005e). The label is currently being updated by the FDA to include young adults but otherwise remains largely unchanged. 

In a section titled “You Should Watch for Certain Signs If Your Child Is Taking an Antidepressant,” the information sheet states, “Contact your child’s healthcare provider right away if your child exhibits any of the following signs for the ﬁrst time, or if they seem worse, worry you, your children, or your child’s teacher.” It lists the following danger signs: 

 

Thoughts about suicide or dying 

Attempts to commit suicide 

New or worse depression 

New or worse anxiety 

Feeling very agitated or restless 

Panic attacks 

Difﬁculty sleeping (insomnia) 

New or worse irritability 

Acting aggressive, being angry, or violent 

Acting on dangerous impulses 

An extreme increase in activity and talking 

Other unusual changes in behavior or mood 

Recently, the FDA has expanded the target group for these warnings to include adults.

Except for suicidality, the medication guide does not speciﬁcally state that there is a causal link between this list of reactions and the medications but clearly implies that these reactions are associated with taking medication. Each symptom is consistent with the activation or stimulation syndrome. The inclusion of anger, aggression, and violence shows the FDA’s well-justiﬁed concern about antidepressants posing a serious danger to others. 

 

The FDA’s Final Word on Antidepressant-Induced Suicidality in Children 

 

In March 2006, Hammad et al. from the FDA Division of Neuropharmacological Drug Products Center for Drug Evaluation and Research published a summary of the agency’s methods and ﬁndings. Their conclusion minimized the importance of their ﬁndings: “Use of antidepressant drugs in pediatric patients is associated with a modestly increased risk of suicidality.” 

Compare this conclusion of a “modestly increased risk of suicidality” to the previously mentioned observations of the epidemiologist on the FDA’s Psychopharmacological Drugs Advisory Committee, Thomas Newman (2004), who said, “The results were striking. . . . The fact that an association emerged from a meta-analysis with a P value of 0.00005, for an outcome that the sponsors of the trials were not looking for, and presumably did not wish to ﬁnd, was quite convincing.” 

In reality, since the short-term, company-run clinical trials were wholly unsuited to detecting suicidality, the risk had to be much more than “modest” to show up at all. In addition, Hammad et al. (2006) admitted to a fact that I had been insisting on for years in publications and testimony: that the drug company’s premier measure of suicidality, typically the Hamilton Depression (Ham-D) Scale, is useless in that regard. The investigator asks the subject questions from the scale, only one of which is related to suicidality. Obviously, the answers will depend on how seriously the question is asked, and rote questions are likely to elicit rote answers. The inventor of the Ham-D Scale did not himself believe that it could be used as a scientiﬁc tool in the manner that the drug companies have utilized it (Hamilton, 1960). 

 

Why There Are No Completed Suicides in the Controlled Clinical Trials

 

The FDA report also mentioned that no completed suicides were recorded among all the trial subjects. The agency failed to emphasize that no suicides occurred on placebo either. Leaving depressed children drug-free did not produce a single suicide. This wholly contradicts the tendency to give drugs to prevent suicides. 

 The drug companies, and their promoters at the American Psychiatric Association (APA), have tried to emphasize that the clinical trials evaluated by the FDA produced “suicidality” but no actual suicides (Lenzer, 2005). Although I have never seen this point made before, it is important to realize that in general, depressed people do not commit suicide during clinical trials. Depression is essentially a loss of hope. During clinical trials, the participants are given hope that a new medication may ﬁnally relieve their suffering, they are given professional attention on at least a weekly basis, and they are monitored for any deterioration in their condition. Thus clinical trials provide the essential elements of any good therapy for depression: hope, professional attention, and close monitoring. No wonder placebo turns out to be as good as the drug; participating in the trial is itself therapeutic, at least during its brief duration. 

In addition, actively suicidal patients are excluded from clinical trials. They are the most vulnerable and therefore the ones that the drugs are most likely to push into committing suicide. 

The FDA authors concluded their report with an acknowledgment to “the drug companies that supplied the data needed for this work.” At no point do they respond to the massive evidence that some drug companies, including the manufacturers of Prozac and Paxil, purposely provide junk data calculated to mislead, and especially to minimize, the risks associated with their drugs. 

 

Canadian and British Regulatory Agency Warnings

 

On June 3, 2004, before the FDA issued its formal label changes concerning children, Health Canada (2004)—the Canadian drug regulatory agency—issued “stronger warnings” for SSRIs and other newer antidepressants that were more encompassing than the U.S. version: “These new warnings indicate that patients of all ages taking these drugs may experience behavioural and/or emotional changes that may put them at increased risk of self-harm or harm to others.” In dramatic contrast to the FDA, Health Canada applied the warning to children and adults in regard to suicidality, and it further warned about harm to self and to others (violence): 

 

Patients, their families and caregivers should note that a small number of patients taking drugs of this type may feel worse instead of better, particularly within the ﬁrst few weeks of treatment or when doses are adjusted. For example, they may experience unusual feelings of agitation, hostility or anxiety, or have impulsive or disturbing thoughts that could involve self-harm or harm to others (emphasis added). 

 

This is consistent with my testimony and publications, beginning with Toxic Psychiatry in 1991, in which I warned about both suicide and violence caused by SSRIs and with my book Medication Madness (2008), which presents dozens of case histories illustrating harm to self and to others induced by the SSRIs. The FDA continues to lag behind, however, mentioning hostility and aggression in the new labels as problems associated with SSRIs but without giving these dire outcomes sufficient emphasis. 

In Great Britain, all SSRI antidepressants, except ﬂuoxetine, have been banned for use in treating depression in children. The main concern surrounded suicidality that was increased with SSRIs in general, including ﬂuoxetine. 

 

Expanding the Suicide Warning to Young Adults

 

I warned the public and the health professions about the risk of SSRI antidepressant-induced suicidality in adults in Toxic Psychiatry (1991) and again in 1997 with a lengthy discussion in the ﬁrst edition of this book. I elaborate in much greater detail on risk in 2003 in my scientiﬁc journal article “Suicidality, Violence and Mania Caused by Selective Serotonin Reuptake Inhibitors (SSRIs): A Review and Analysis.” 

In the meantime, in 2001, Houston, Texas, attorney Andy Vickery won a product liability suit against GlaxoSmithKline in a Paxil murder—suicide suit (Tobin v. SmithKline Beecham, 2001). Donald Schell, age 60, had taken two doses of Paxil before shooting his wife, their daughter, and his granddaughter to death. The jury awarded $6.4 million to two surviving family members (Josefson, 2001). 

In ﬁghting the case, GlaxoSmithKline claimed that there was no substantial evidence connecting Paxil to suicide. After reviewing evidence presented by both sides, the judge found that there was sufficient scientiﬁc evidence for Paxil-induced suicide to proceed with the case. Under intense pressure from the FDA to reevaluate its existing data, it would take the drug company 5 more years to come around to the same conclusion. Growing concern about antidepressant-induced suicidality led the FDA to require the drug companies to revaluate their earlier controlled clinical trials based on FDA standards for categorizing and reanalyzing data. In May GlaxoSmithKline (2006b) published a “Dear Healthcare Provider” announcement concerning Paxil-induced suicidality in depressed adults. The letter emphasized the supposedly slight increase in suicidality among young adults (through age 30) who take Paxil for a variety of conditions, including depression, panic attacks, anxiety, and obsessive—compulsive disorder. 

Far more important was the drug company’s description of a statistically signiﬁcant increase in suicidality in all ages of adults in the controlled clinical trials for major depression. Depressed patients receiving Paxil were 6.4 times more likely to display suicidal thoughts and behavior than depressed patients taking a sugar pill. In regard to suicide—the most devastating risk associated with antidepressants—it is safer for depressed persons to stay off Paxil. 

The FDA allowed the Paxil manufacturer to soft-pedal the ﬁndings by claiming, for example, that the results could be compounded by the fact that suicide is an aspect of “psychiatric illnesses.” This is nonsense— and every scientist knows it. Since both groups were depressed, and since they differed only in the substances they were given to take in the blinded trials, Paxil, and not depression, was the cause of this astronomical increase in the rate of suicidality. 

If depression had caused the increased suicidality, then the placebo patients—who lacked the supposed beneﬁt of an antidepressant effect—would have suffered a much higher rate of suicidality than the Paxil patients. Instead, they had a much lower rate. In other words, because the antidepressants were supposed to be helping the depressed patients, the relative ineffectiveness of the sugar pill should have led to more suicidality than the drug, not less. The FDA, the drug company, and the media ignored this important fact. Conventional assumptions would have predicted increased suicidality on placebo, instead of increased suicidality on Paxil. It is a complete reversal of the expected outcome, underscoring the seriousness of ﬁnding increased suicidality in patients on the drug. 

Finally, in December 2006, the FDA held hearings concerning the potential addition of an adult suicide warning to all antidepressant labels. The data generated in older controlled clinical trials indicated that not only children but also young adults to age 24 were developing increased suicidal thoughts and actions when taking the newer antidepressants. The FDA’s panel ended up recommending a black-box warning about increased suicidality in the 18-to-24-year-old age group. The FDA’s committee was rife with conﬂicts of interest (Pringle, 2007). 

Note that this conclusion concerning antidepressants in general ignored the Paxil data published in May 2006 by GlaxoSmithKline indicating an increase in suicidality in all ages for adults suffering from Major Depressive Disorder. 

In May 2007, the FDA gave published notice of its intention to add a warning about increased suicidality aimed at “young adults” taking antidepressants. The FDA’s new warnings required at the top of each antidepressant label are contained in a black box with the title “Suicidality and Antidepressant Drugs.” The warning begins, “Antidepressants increased the risk compared to placebo of suicidal thinking and behavior (suicidality) in children, adolescents, and young adults in short-term studies of major depressive disorder (MDD) and other psychiatric disorders” (GlaxoSmithKline, 2007). 

 

The FDA Helps Out the Drug Companies

 

The FDA’s parsing of the suicidality warning into various age brackets meets drug company needs to obscure the basic reality that antidepressants cause suicide in children and adults. I don’t know of another example in which a signal for a serious effect like suicidality has been divided up by age brackets, including some and excluding others. The distinctions are too ﬁne to be made on the basis of controlled clinical trials that, at best, can provide a gross signal of a problem. 

Once again, to dilute its impact on market for the newer antidepressants, the warning will be required for every drug approved for the treatment of depression, when in fact the data were generated entirely from clinical trials using the newer and more stimulating antidepressants. Because every antidepressant will carry the new warning, many doctors will be misled into believing that the older antidepressants have a similar risk to the newer ones. These doctors will conclude that there are no safer choices than the big moneymakers like Prozac, Paxil, Zoloft, Celexa, and Effexor. 

The FDA not only limited its suicidality warnings to children, adolescents and young adults in the new warning but also declared that there was no increase in antidepressant-induced suicidality in adults beyond age 24 and, furthermore, that “there was a reduction in risk with antidepressants compared to placebo in adults age 65 and older” (GlaxoSmithKline, 2007). The FDA is inviting doctors to believe, based on a small number of elderly patients in short-term clinical trials, that antidepressants might even reduce the suicide rate among older patients. 

When insensitive clinical trials signal a suicide risk in both children and younger adults, it is time to admit ﬂat out that antidepressants cause suicidality in all age groups. Besides, the numbers of patients 65 and older who were tested was very small. 

Meanwhile, there is scientiﬁc data contradicting the FDA’s suggestion that antidepressants might protect older adults against suicidality. A study published a few months before the FDA hearings evaluated coroners’ records, prescription data, physician billing claims, and hospitalization data for more than 1.2 million Ontario residents age 66 and older from 1992 to 2000 (Juurlink et al., 2006). After evaluating more than 1,000 deaths by suicide, they found that “SSRI antidepressants were associated with a nearly ﬁve-fold higher risk of completed suicide than other antidepressants” (p. 813). This makes the FDA even more unscrupulous in acting as if antidepressants are safer in the older population. 

As already mentioned, the FDA’s new warning is actually weaker than the “Dear Healthcare Provider” letter sent out by GlaxoSmithKline earlier in May 2006. The Paxil trials as disclosed in the letter showed an increased rate of suicidality in all ages of adults with major depressive disorder. 

 

Paxil Is the Most Dangerous for Adults 

 

The FDA’s own analysis of all the adult controlled clinical trials found that Paxil was the most dangerous in regard to causing suicide attempts (Stone and Jones, 2006, p. 26). With the exception of Paxil, the individual antidepressants did not show a statistically signiﬁcant increase in adult suicidality. The signiﬁcant result came only after the data were pooled for all antidepressants. But in regard to Paxil, in adults of all ages and in all psychiatric disorders, there was a statistically signiﬁcant increase in suicidality (OR 2.76, 95% CI 1.16-6.60, p = 0.02). 

Paxil stood out from the pack in terms of dangerousness despite GlaxoSmithKline’s efforts over many years to hide cases of Paxil-induced suicidality, to misidentify suicide attempts as emotional lability in their computerized coding system, and to manipulate the suicidality data to make it seem less menacing (chapter 14; Breggin 2006a—c). Despite the company’s efforts to thwart the truth, even in short-term controlled clinical trials that were skewed to avoid demonstrating Paxil-induced suicidality, there was a statistically signiﬁcant increased rate of suicidality in patients taking the drug compared to patients taking the placebo in all ages and all diagnostic categories. 

 

The Real-Life Risk Is Much Greater Than Described

 

Keep in mind that controlled clinical trials are planned by the drug companies, supervised by the drug companies, and carried out by paid doctors known to cooperate with the drug companies. Keep in mind that all the data analysis is done at drug company headquarters by drug company executives. Independent scientists play no role anywhere along the process. Keep in mind that the trials are constructed to prove the usefulness of the drug and to minimize adverse effects such as suicidality. Keep in mind that the controlled clinical trials are very short, usually 4—6 weeks long, and that prescreening excludes suicidal and psychotic patients from participating in the studies. Given these caveats, it is surprising that the suicidal signal was so strong that it could shine in the context of these trials. 

In real-life medical practice, the rate of drug-induced suicidality will be much higher than in the research-oriented, controlled clinical trials.  In actual practice, many patients are already suicidal when they are started on the drug, increasingly the likelihood that the drug will push them over into self-injurious behavior. Similarly, in real-life clinical practice, compared to controlled clinical trials used for research, busy doctors provide much less supervision or monitoring, the patients are almost never tested or evaluated for suicidality, multiple drugs are often given at once, and the doctors know little about looking for adverse effects on the mind. 

Given that Paxil increased the rate of suicidality by more than 6 times in the drug company’s controlled clinical trials, it will be considerably increased in actual practice. We cannot determine exactly how much greater the risk will be in clinical practice, but it will be much higher than in the brief, highly selective, and closely monitored controlled clinical trials. 

 

The Psychopharmaceutical Complex Responds

 

The American College of Neuropsychopharmacology 

 

The American College of Neuropsychopharmacology (ACNP) considers itself the premier organization in the world of professionals concerned with research and practice in the ﬁeld of psychiatric medications. What was its response to the disclosure that antidepressants in children are ineffective in treating depression but that they can worsen the youngsters’ overall condition and cause increased suicidality? This organization, bloated with doctors on the payrolls of drug companies, warned that the FDA was causing a potential disaster. In what the journal Psychiatric Services called a “chilling summary paragraph,” the ACNP concluded (ACNP releases . . ., 2006; Mann et al., 2006), 

 

The FDA’s recent black box warning could serve to initiate a natural public health experiment. The change in labeling may be accompanied by a reduction in antidepressant prescriptions, particularly for youth. An unintended consequence of this policy could be an increase in youth suicide. That is an empirical question to be examined in the near future. 

 

The real chilling experiment has been the drugging of millions of America’s children with toxic so-called antidepressants, with no proven efﬁcacy and with proven adverse effects, including mania and suicidality. Of course, it should be hoped that the change in label reduces the number of children exposed to these drugs. As for the empirical question concerning any potential increase in youth suicide from a reduction in antidepressant use, it is hard enough to draw conclusions from placebo-controlled clinical trials, let alone from societal experiments, where the variables are literally inﬁnite, subjectivity can run rampant, and the controls are nonexistent. There is already a plethora of such epidemiological studies, some claiming that suicide has increased, and some claiming that it has decreased (Van Pragg, 2003), since the advent of antidepressant treatment for adults. 

Society-wide epidemiological studies cannot realistically answer empirical questions about drug efﬁcacy and adverse effects; it is hard enough to do so in carefully controlled clinical trials. And besides, the empirical question has already been answered by the clinical trials. Antidepressants increase suicidality in children and youth as well as adults. But it is guaranteed that these same ACNP so-called experts will start producing ﬂimsy and even ridiculous epidemiological studies in an attempt to undermine the far more reliable data generated in controlled clinical trials. 

Is it unfair to say that the ACNP represents the drug companies, rather than America’s children? At the end of the ACNP report, there is a list of Task Force members (the report authors), with their disclosures concerning potential conﬂicts of interest (Mann, 2006). The list of industry afﬁliations ﬁlls one and three-fourths pages. Of the 11 authors, only 1, William Beardslee, the fourth name in the list, claims no industry afﬁliation. Every one of the other 10 authors acknowledges several drug company afﬁliations, most have many afﬁliations, and all 10 have connections to the manufacturers of antidepressants. And these are the professionals, the supposedly top experts, who set the standards for the prescription of psychiatric drugs in America and worldwide! 

I am familiar with a number of these men as a result of my work as a medical expert in product liability suits against the drug companies. For example, the lead author, J. John Mann, listed afﬁliations with two of the leading manufacturers of antidepressants, GlaxoSmithKline (Paxil) and Pﬁzer (Zoloft). He noted that he had been an expert trial witness on behalf of Pﬁzer, and I have read his pro-drug company reports in that context. But he does not include an equally interesting connection under his list of industrial afﬁliations: the pharmaceutical giant, Janssen, funds his professorship at Columbia. He is the Paul Janssen Professor of Translational Neuroscience in Psychiatry and Radiology. Janssen is now a part of Johnson & Johnson, the second largest pharmaceutical company in the world, with revenues of $50.514 billion in 2006 (CNN Money, 2007). 

The Department of Neuroscience (December 2006) Web page for the Columbia University Medical Center describes the Paul Janssen Professorship and the Paul Janssen Scholars program as resulting from a “partnership” between the university and Johnson & Johnson. It is a frightening illustration of how deeply embedded the pharmaceutical industry has become in the nation’s leading medical centers. 

 Why would Mann fail to list his professorship as one of his industry afﬁliations? I am sure he takes great pride in his professorship, and he lists it as his university credential. I suspect that this kind of hand-in-glove connection to industry is so commonplace and so inherent in the lives of men like Mann that they hardly consider that it might be a conﬂict of interest to have your job funded by a partnership between your university and the world’s largest pharmaceutical company, even when that job ostensibly involves providing objective, independent evaluations of pharmaceutical products. 

As another example of someone familiar to me from my work as a product liability expert, Jan Fawcett has conducted numerous clinical trials for drug companies over the years. He lists himself as a consultant to ten pharmaceutical companies, as a Speaker’s Bureau member for eight pharmaceutical companies, and as recipient of grants and research support from eight pharmaceutical companies. Curiously, Fawcett lists a ninth institution, the NIMH, under industry afﬁliations, conﬁrming my view that NIMH is now a part of the psychopharmaceutical complex and might as well be considered a branch of the pharmaceutical industry. 

For readers who want to see all this, and more, for themselves, the article, including the list of industrial afﬁliations, can be found through the Neuropsychopharmacology Web site (http://www.nature.com/npp). 

 

The American Psychiatric Association 

 

The APA has also been busy trying to dampen, and even to obliterate, the effects of the FDA black-box warnings. A June 2007 editorial in the association’s American Journal of Psychiatry (Pfeffer, 2007) lamented, “The FDA advisories may have had the unintended effect of discouraging the prescription of antidepressants for pediatric patients and pediatric utilization of antidepressants without compensatory increases in other speciﬁc treatments.” What was the purpose of warning about suicidality, if not to discourage the use of antidepressants? 

The viewpoint of the editorial is so warped that it does not even mention that the FDA also found that the vast majority of clinical trials showed that antidepressants are ineffective in treating depression in children. As already noted, only 3 of 15 placebo-controlled clinical trials showed any efﬁcacy. (Two of the three positive studies were sponsored by Eli Lilly, with Graham Emslie, a close Lilly collaborator, as the ﬁrst author; see subsequent discussion.) Also remember FDA committee member and epidemiologist Thomas Newman’s (2004) observations that the adverse effects of the antidepressants were much better established than their efﬁcacy, which could largely be accounted for by the placebo effect.  Dangerous and ineffective—that should discourage the use of a treatment in children. 

 

Antidepressants Lack Efficacy in Children

 

There was no need to wait for the FDA to conclude that most studies with children fail to display any antidepressant efﬁcacy. The issue had been decided in the scientiﬁc literature years earlier, and additional conﬁrmation was unfolding at the same time as the FDA hearings. 

I have observed for more than a decade (Breggin, 1991c, 1997) that there is no scientiﬁc evidence that antidepressants are helpful for depressed children. But as a headline in Clinical Psychiatry News indicated a dozen years ago, “Though Data Lacking, Antidepressants Used Widely in Children” (Baker, 1995). 

Sommers-Flanagan and Sommers-Flanagan (1996) reviewed all double-blind, placebo-controlled efﬁcacy trials for tricyclic antidepressants (TCAs) with depressed young people published during the period 1985—1994. They summarized, “Results indicate that neither TCAs nor SSRIs have demonstrated greater efﬁcacy than placebo in alleviating depressive symptoms in children and adolescents, despite the use of research strategies designed to give antidepressants an advantage over placebo” (p. 145). They concluded, “There has never been a double-blind, placebo controlled study published indicating that antidepressant medications are more effective than placebo in treating child or adolescent depression” (p. 151). 

Fisher and Fisher (1996) explored the ethical issues surrounding the use of antidepressants in children. They pointed out how published recommendations for the use of antidepressants ﬂy in the face of data within the same publications. They observed, “The prescribing of antidepressants for children clearly illustrates how a signiﬁcant group of  practitioners (child psychiatrists and pediatricians) can persist in using a procedure that is actually contradicted by research data and at the same time muster justiﬁcations for doing so” (p. 101). 

A meta-analysis study by Whittington et al. (2004) in The Lancet found that the combination of published and unpublished studies led to the conclusion that with the possible exception of Prozac, there was no indication of efﬁcacy for the antidepressant treatment of children. In addition, not noted in the article is the fact that the two key studies in favor of Prozac were supported by Eli Lilly, one directly and the other indirectly through funds funneled through NIMH.  Jureidini et al. (2004) stated that the funding for Emslie et al. (1997) was attributed to the National Institute of Mental Health in the article, but “[Food and Drug Administration] data show that study was sponsored by Eli Lilly” (p. 880). 

 The lead author in both of the pro-Prozac studies was Graham Emslie (Emslie et al., 2002, 1997). Emslie was task force co-chair and second author of the ACNP’s infamous defense of antidepressants. Emslie’s industry afﬁliations included “Grants/Research Support: Eli Lilly, Novartis, Organon” and “Consultant/Speaker’s Bureau: Bristol-Myers Squibb, Eli Lilly, Forest Laboratories, GlaxoSmithKline, McNeil, Otsuka, Pﬁzer, Inc., and Wyeth-Ayerst.” Another good friend to industry. 

Whittington et al.’s (2004) meta-analysis led The Lancet to publish an editorial titled “Depressing Research” (2004), in which the world’s oldest medical journal described the anguish of families who lose a child to suicide. It went on: 

 

That such an event could be precipitated by a supposedly beneﬁcial drug is a catastrophe. The idea of that drug’s use being based on the selective reporting of favourable research should be unimaginable. In  this week’s issue of The Lancet, however, a meta-analysis by Craig Whittington and colleagues suggests that this is what has been happening for research into the use of antidepressants in childhood. Their results illustrate an abuse of the trust patients place in their physicians. 

 

In the same year, the British Medical Journal (BMJ) published another review of studies and an overall critique of antidepressant research in regard to children (Jureidini et al., 2004). Its summary points stated the following: 

 

Improvement in control groups is strong; additional beneﬁt from drugs is of doubtful clinical signiﬁcance. 

Adverse effects have been downplayed. 

Antidepressant drugs cannot conﬁdently be recommended as a treatment option for childhood depression. 

 

This report was followed by yet another editorial, this time in the British Journal of Psychiatry (Tonkin et al., 2005). Concerning antidepressants in children, it summed up the following: 

 

The evidence for efﬁcacy is weak. At least ﬁve unpublished trials using a placebo control have failed to show an advantage of antidepressants over placebo. Among eight published trials, four found no statistically signiﬁcant advantage for antidepressants over placebo on any primary outcome measure, and only about a third (17/52) of all published measures show an advantage for drug over placebo. Even the statistically signiﬁcant improvements are of dubious clinical importance. 

 

This editorial in Britain’s major psychiatric journal concluded, “The currently available evidence indicates that the SSRIs should not be recommended as ﬁrst-line treatment in children with depression.” 

Given these striking research reports and editorials in major journals in Great Britain, why would an editorial in America’s major psychiatric journal, in deﬁance of the FDA, recommend the use of antidepressants in children? The answer, simply, is that psychiatrists in the United States are much more in the pocket of the drug companies than psychiatrists in Great Britain. 

 

So-Called Alternative Treatments 

 

The editorial in the American Journal of Psychiatry is miffed that the FDA warned about antidepressant-induced suicidality without providing another alternative. But the so-called alternatives for treating depression in children—psychosocial and educational interventions—should have already become the only treatments for childhood depression. 

As I describe in The Heart of Being Helpful (1997b) and in The Antidepressant Fact Book (2001a), depression ultimately is loss of hope. It is despair over ever having a worthwhile or happy life. A depressed, unhappy child has lost hope and begun to give up trying to handle life successfully. 

In children, the causes of this despair and loss of hope are almost always apparent in the ﬁrst consultation session, providing it involves the family and includes an evaluation of the child’s school life. In children, depression almost always revolves around problems at school and in the home, everything from bullying at school and abuse at home to academic school failure, painful peer relationships, and family conﬂicts over how to raise the child. The treatment of depression in children requires, ﬁrst, ﬁnding out how and why the child became depressed and, second, helping the child, the family, the school, and all the other participants in the child’s life restore hope in the child. Children have many needs, including a stable family, rational discipline, unconditional love, stimulating educational environments, physical security, and emotional safety. The object of therapy is to identify the unmet needs and to help adults meet them. 

	There is nothing in this American Journal of Psychiatry editorial about the child’s basic needs and how to meet them. It is all about promoting drugs. There is nothing about children as human beings in the editorial. American psychiatry’s dependence on drugs has led to moral bankruptcy and therapeutic nihilism. When it comes to America’s children, psychiatry is doing far more harm than good. 

 

Conclusion

 

Overall, there has been important movement at the FDA in the direction of warning the public and the medical profession about the risks associated with antidepressants, but it has taken much too long.  The basic conclusions were available a decade earlier in Talking Back to Prozac.  Furthermore, the agency remains unable to come to grips with the reality that antidepressants are lethal and ineffective. Meanwhile, organized psychiatry has fought mightily against making any changes or accommodations in response to increased knowledge about the lack of efﬁcacy and extreme hazards associated with antidepressant treatment. Individual healthcare practitioners too often seem undaunted by the latest negative information about antidepressants. At the least, these drugs should be contraindicated in the treatment of depressed children, and in a more ideal world, doctors would stop prescribing them for children or adults, instead turning to more effective and less risky psychosocial interventions in the treatment of depressed people of all ages. 

Meanwhile, the passage of time, clinical experience, scientific research and the FDA have combined to confirm the original findings of Talking Back to Prozac.

 


 

One

Should We Listen to Prozac?

 

Nearly everyone knows someone who is taking Prozac. In urban centers, where Prozac has achieved fadlike status, most people can name several friends or co-workers who are taking the medication. Among teenagers in our suburban hometown, Prozac is also a familiar drug. The youngsters tend to know many friends who are on it. 

One of my patients recently told me, "Nearly everyone in my office is on it." She was experiencing peer pressure to take a prescription medication. Convinced of its safety, some people casually share their pills with friends who seem depressed. 

As a recent New York Times headline announced, "With Millions Taking Prozac, A Legal Drug Culture Arises." 1 Columnists are joking about putting it in the drinking water. 2 

Prozac is becoming America's drug.

 

A Brief History of Prozac ...

Or, the Making of a Miracle Drug

 

Currently the most widely prescribed and controversial psychiatric drug, Prozac began its life in the research laboratories of Eli Lilly & Company. A Lilly researcher named D. T. Wong published the first article about the drug in 1974. In 1975 it was given the official chemical name fluoxetine and later the company selected the trade name Prozac. 

In February 1977, Dista Products Company, a division of Eli Lilly & Company, submitted a new drug application to the Food and Drug Administration (FDA) for Prozac. This initiated the lengthy approval process through the government agency. By April 1981 the FDA gave permission for Phase III, the controlled clinical trials, to begin. The trials were organized, supervised, funded, and evaluated by Lilly (chapter 3 provides a more complete discussion of these trials). They lasted through the end of 1982. In the ensuing several years, Eli Lilly and the FDA evaluated the studies and collected other information relevant to drug approval. 

In October 1985, the FDA gave initial approval to Prozac. Their final approval letter was sent to Lilly in late December 1987, and Lilly began marketing the drug in January 1988. From discovery to marketing, Prozac's gestation lasted more than a dozen years. The FDA approval process lasted more than a decade. But within only a few months of its introduction for consumer use, Prozac was well on its way to fame (and fortune). 

By 1989, annual sales for the drug had reached $350 million—more than the total amount previously spent annually by Americans on all antidepressants combined. At that point, Prozac already represented more than one-tenth of Lilly's $4.18 billion in annual sales. 3 Despite growing controversy about Prozac-related murder and suicide, sales of the drug in 1990 doubled over those of the previous year. At that time Lilly reported that 650,000 prescriptions were being written each month. 4 

On March 26, 1990, Newsweek put a huge Prozac capsule3 on its cover with a subhead announcing, "A Breakthrough Drug for Depression." The story, by reporter Geoffrey Cowley, displayed the photo of a smiling woman, captioned, "I'm nowhere near perfect, but it's a big, big improvement." Seemingly without embarrassment, Newsweek reported how another woman exclaimed, "I call myself Ms. Prozac." The magazine anticipated that "these breakthrough drugs may change the lives of millions." It's no coincidence that in 1991 and 1992, Prozac gave Lilly a nearly $1 billion share of the $8 billion antidepressant market. 

In 1993, Prozac gained an even higher profile with the publication of psychiatrist Peter Kramer's Listening to Prozac. Kramer described some Prozac users as feeling "better than ever" or "more like my true self." 5 Listening to Prozac spent twenty-one weeks on the New York Times bestseller list. 

Prozac's 1993 annual sales reached nearly $1.2 billion. 6 This figure represents an increasing proportion of the company's total revenues, which rose to $6 billion in that year. Toward the end of 1993, it was estimated that 6 million Americans and an additional 4 million people worldwide had taken the antidepressant, with no end in sight to the mounting numbers. 

Prozac is now the most frequently prescribed psychiatric drug. Physicians, mostly non-psychiatrists, are now writing almost one million prescriptions a month for the drug, which retails in most areas for approximately $63 for a one-month, one-a-day, supply of 20 mg. capsules. 7 The recent FDA approval of Prozac for the treatment of obsessive-compulsive disorder and for bulimia will probably lead to another escalation in sales. 

Prozac's newly arrived competitors have begun to vie for a share of the market in this new class of drugs called SSRIs (selective serotonin reuptake inhibitors). Zoloft, whose chemical name is sertraline, is a product of Roerig, a division of Pfizer, Incorporated. Approved by the FDA in December 1991, it reached annual sales of $195 million in 1992. Industry analysts predict it will achieve the $800 million mark by 1997. Paxil, or paroxetine, manufactured and distributed by SmithKline Beecham, was the next SSRI to receive FDA approval. Pfizer and SmithKline Beecham are both even larger than Lilly, each with annual revenues exceeding $7 billion. These three giants are Fortune 500 companies and have the capacity to exert considerable influence upon the medical and psychiatric professions; state and federal governments, including both houses of Congress; print and electronic media; the public; and, as we shall see, even the court system. 

Two other Prozac-like SSRIs are coming into the marketplace. Luvox (fluvoxamine) has recently been approved by the FDA for obsessive-compulsive disorder and is already in use in Canada and elsewhere as an antidepressant. Serzone (nefaza-done) is undergoing FDA approval for depression. 

Once a drug is approved for marketing by the FDA, there are no government controls over what the physician can prescribe it for. While Prozac was originally approved for depression—and only recently for obsessive-compulsive disorder—it and the other SSRIs quickly began to be prescribed for a wide variety of ailments and difficulties, such as seasonal affective disorder (SAD) or "winter blues," obesity, anorexia, bulimia, phobia, anxiety and panic disorder, chronic fatigue syndrome, premenstrual syndrome (PMS), post-partum depression, drug and alcohol addiction, migraine headaches, arthritis, body dysmorphic disorder (BBD), 8 and, finally, behavioral and emotional problems in children and adolescents. 

With the publication of Peter Kramer's book, Prozac entered a new phase. It became a drug for enhancing the lives of people who otherwise consider themselves normal. Super qualities that users and addicts typically attribute to illicit or recreational drugs, from alcohol to cocaine, began to be attributed to Prozac. 

The winter of 1993-1994 saw a new explosion of promotion and controversy surrounding Prozac as well as Zoloft and Paxil. Riding on the success of Listening to Prozac, on February 7, 1994, Newsweek published yet another major story on the pill by Geoffrey Cowley. Emblazoned on the cover was "Beyond Prozac," and the cover copy captured the nation's new preoccupation— Prozac for personality enhancement: 

 

SHY?

FORGETFUL?

ANXIOUS?

FEARFUL?

OBSESSED?

 

HOW SCIENCE

WILL LET YOU

CHANGE YOUR

PERSONALITY

WITH A PILL

 

A series of extraordinarily laudatory TV news stories followed. One of them, billed as an expose, trooped a series of grinning Prozac consumers across the screen. As the only criticism, the show's analyst wondered if there wasn't something inherently immoral about a drug that was so wonderful. Another show raised the question of unfairness. Because of their increased alertness and drive, weren't Prozac users getting an unfair advantage in the business world? Would everyone feel compelled to take it just to keep up with the competition? 

At first, serious criticism and critics were absent from the pro-drug media hype for Prozac. But the daytime talk shows soon began to discover the existence of the darker undercurrent that had been missed by the TV news camera, including large numbers of people who said that they or their family members had been emotionally damaged and even ruined or killed by the drug. 

By this time I had gained visibility as an outspoken critic of Prozac and other psychiatric drugs, and I found myself being invited onto so many talk shows, including Oprah, that I couldn't schedule appearances on all of them. Meanwhile, the usual flurries of print media inquiries had turned into an avalanche at our nonprofit research and educational institute, the Center for the Study of Psychiatry. 

The Prozac controversy reached ludicrous heights in early 1994 when psychologist James D. Goodwin gained national recognition as the "Pied Piper of Prozac," amid charges brought against him by his state psychology board that claimed he was diagnosing patients too quickly and was too often recommending Prozac. Since starting his practice of clinical psychology in the Apple Capital of the World, the small town of Wenatchee, Washington, Goodwin has referred 700 to 800 patients to physicians for the prescription of Prozac. 9 

When Peter Kramer and I appeared on Oprah Winfrey's television talk show on March 7, 1994, Goodwin was seen from Wenatchee via satellite with a roomful of adoring Prozac patients. Goodwin presented a twelve-year-old girl who seemed to recite prepared statements as to how the drug had saved her. Other of his patients came to Chicago to be on the show and joined a large group of Prozac users, many of whom seemed both euphoric and hostile. It struck me, and I suggested on Oprah, that Goodwin was leading what's tantamount to a Prozac cult. 

In a March 3, 1994, Associated Press release, writer Aviva Brandt began her story by noting that Goodwin had been "accused of urging the antidepressant drug too forcefully on patients and without adequate evaluation of their condition." She then continued, in obvious dismay, "It took him 15 minutes to suggest I try Prozac to relieve what he called a 'mild form of depression.' " 

Goodwin states that he himself has been taking Prozac for years. Some people taking Prozac, as we shall document, develop social insensitivity, lack of judgment, and self-destructive, grandiose claims and actions. 

Recently Eli Lilly began to show concern about the growing tendency to advocate Prozac as a personality enhancer. 10 In a full-page ad in the March 18, 1994, Psychiatric News, the official newspaper of the American Psychiatric Association, the drug company decried "trivializing a serious illness" in the media. The ad asserted, "Much of this attention has trivialized the very serious nature of the disease Prozac was specifically developed to treat—clinical depression." 

Psychiatrists justify using antidepressants on the grounds that depression is a biochemical disorder. Perhaps Lilly feared that the medical aura surrounding the drug was being discredited by overly enthusiastic advocates. The company may also have feared that people would begin to take seriously the comparison I was making in the media between Prozac and classical stimulants, such as amphetamines and cocaine. 

Is Wenatchee, Washington, merely an exaggerated microcosm of America's enthusiastic acceptance of Prozac? Is Brave New World a real possibility? What is the tradeoff, mentally and morally, when a person seems to feel better on any drug and on Prozac in particular? What does Prozac do to the capacity for empathy and love? To self-reflection? What does it mean to be "euphoric," and are there gradations of euphoria too subtle for most doctors and patients to recognize? How does drug euphoria differ from genuine happiness? 

The Prozac craze at first suggests a radical change in America's thinking and even in public policy. It used to be that we suspected and even vilified drugs that "just made you feel good." The government outlawed them. And does this enthusiasm for Prozac suggest problems with the drug that we haven't yet faced? 

Gradually, the media and the public are becoming aware of potentially dangerous implications in the popularity of this new drug. As a result of the avalanche of adverse publicity, including medical and media reports of violence and suicide, the FDA felt compelled to hold hearings on Prozac in 1991. 

Dozens of Prozac survivors, their families, and friends, traveled from across the country to give five-minute accounts of their painful and sometimes deadly encounters with the drug. Nancy Veasey, a registered nurse in Philadelphia, testified to the FDA committee: 

 

In September of 1990 an article appeared in the Philadelphia Enquirer. As a result of that, the Prozac Survivors Group in the Philadelphia area was launched. ... I met and talked with by phone 15 people directly and indirectly affected by the drug, not a very impressive group, but what is impressive is that out of the 15 there are five deaths recorded in my notes. These are the facts. 

A 36-year-old mother of two, while on Prozac, attempted suicide by impulsively ingesting a toxic dose of medication.

A 42-year-old man watched helplessly as his 36-year-old wife casually, with no warning, picked up a knife and cut both her wrists while on Prozac. 

A 50-year-old man with some memory impairment struggles today to express the devastating and long-lasting effect of this drug.

A 49-year-old man, while on Prozac, blacked out while driving and was involved in a car accident.

A 71-year-old man shot himself seven days after being prescribed Prozac, one week before his daughter's wedding.

A 58-year-old man, while on Prozac, developed violent behavior directed toward his sister, his primary caretaker. He was hospitalized. He has since died. 

The mother of a 40-year-old Harvard physician found her daughter dead. On the nightstand was a bottle labeled Prozac. The coroner's report showed excessive amounts of Prozac in the blood. Just three months ago, upon receiving her daughter's effects, her grief-stricken husband died. Needless to say, this is one woman who is literally immobilized by grief, as I am sure many others here today are. 

In June of this year a woman found her husband dead by hanging in the basement of their home one week after Prozac was prescribed for him. There were no signs or warning signals. He simply got up, as he did frequently at night, and went downstairs and hung himself. His son cannot go down there to this day. 

 

In an interview with Ginger Breggin, Nancy explained that Prozac had adversely affected a family member, leading her to seek contact with other survivors of Prozac, and ultimately to become a leader in the reform movement. 

Prozac's horizon is full of storm warnings —including many tragedies that have already struck. In addition to the more dramatic cases of murder and suicide attributed to Prozac that have made the news, Eli Lilly declared in its 1992 annual report to the Securities and Exchange Commission that in "approximately 170 actions, plaintiffs seek to recover damages as a result of the ingestion of Prozac." It adds, "in the opinion of the company, such actions will not ultimately result in any liability that would have a material adverse effect on its consolidated financial position." 11 

A 1990 report by Natalie Angier in the New York Times confirms that most of the suits against Lilly are related to violent behavior and thoughts, suicidal obsessions and acts, and self-mutilation. That most of the suits against Lilly involve allegations of violent or self-destructive behavior is further confirmed by my discussions and consultations with attorneys and clients who have brought suits or are initiating new ones against the drug company. 

The suits against Lilly entail product liability in which the company is charged with failing to test the drug properly and failing to give proper warning of its adverse side effects,4 as well as negligence in regard to making, marketing, or promoting Prozac. The allegations often hinge on the drug company's promotional materials, specifically whether or not they sufficiently warn doctors, patients, and the public about drug-induced mental aberrations, including violence against self and others. As of now, to our knowledge none of these suits have come to trial. 

The suits against Eli Lilly are only a portion of the legal actions being generated by Prozac. Dozens of malpractice suits — the total number is unknown, but attorneys estimate that it is very large—have been brought against physicians for alleged negligence in prescribing Prozac. According to lawyers involved in some of these cases, most of them also concern drug-induced violence and suicide. Many of these legal actions involve both malpractice and product liability resulting from the same patient's treatment. 

In yet another court activity involving Prozac, people who were taking Prozac when they committed crimes are defending themselves in the criminal justice system on the grounds that Prozac caused or contributed to their actions. We shall learn more about these various kinds of suits throughout the book. 

Meanwhile, I know firsthand that the number of those suits is growing and that the major ones have yet to be decided by a jury. No other psychiatric medication has ever generated such an outpouring of legal responses within its first few years on the market. There is nothing comparable. Not since amphetamines were used as antidepressants years ago has any antidepressant been so consistently and repeatedly associated with violence and suicide. 

It is striking that, with all the publicity about Prozac, few professionals or patients have come forward to describe similar effects from other antidepressants.5 There has been no bandwagon effect. In my speeches, consultations, and workshops, for example, new stories about Prozac and violence or suicide frequently come up, but similar reports rarely turn up in association with other classes of antidepressants. 

 

An Underground Movement of Victims

 

While many patients and professionals seem to be listening to Prozac—that is, to its manufacturer, Eli Lilly, and to the medical-industrial complex that promotes medication—a hitherto underground movement of Prozac survivors is making an increasing public impact. Guy McConnell of Clovis, California, is president of the Prozac Survivors Support Group, a national organization previously directed by Louisville, Kentucky, resident Bonnie Leitsch, who became suicidal while taking Prozac.

The members of the national Prozac Survivors Support Group include hundreds of former patients and their friends and families (see Appendix). Sometimes the member is a survivor of Prozac, sometimes a friend or relative of someone who became emotionally disturbed, or committed suicide or murder, while on Prozac. McConnell became involved after his fiancée, seemingly out of the blue, strangled her mother to death with a drapery cord. The fiancée was taking Prozac at the time. 

The Prozac Survivors Support Group is wholly independent, receives no funding from anyone, and is not affiliated with crank groups or cults. It is run by volunteers. 

The survivor group files contain hundreds of cases: The man who thought his cow was leaning to one side and tried to straighten the animal by backing a tractor into it; the woman who thought the roof of her home was dirty and became enraged when her husband didn't appreciate her sitting up there for hours to clean it by hand; ordinary folks who suddenly embezzle or rob banks, and then throw the money away on outlandish schemes. 

I have been working closely with the Prozac survivors, addressing their annual conventions, helping them publicize their existence, and benefiting from their moral support and the vast experience reflected in their hundreds of members. I wish more psychiatrists would ask these groups, "What is your data showing?" Our Center for the Study of Psychiatry has published a report that summarizes and evaluates the Prozac survivors' experiences. 12 

I already knew innumerable Prozac horror stories, but I began to meet new survivors and to hear about new tragedies when I appeared on recent TV talk shows. On one show, a brother and sister gave their contrasting views of the drug. The sister had "crashed" and become suicidal after a few weeks of feeling energized on Prozac. More recently her brother had been prescribed Prozac for anxiety related to the Los Angeles earthquake. After a few weeks on the drug, he felt like he was living fully for the first time in his life. He felt more alert, brighter, and happier than ever; but his sister saw ominous personality changes in him, a way of being "out of touch" that mirrored the changes she herself had experienced shortly before she crashed. 

On another show, another brother and sister told a far more grim story. Their father, a kind and gentle man who had never been suicidal or aggressive, took Prozac for stress and fatigue. According to his two children, under the drug's influence, without warning or provocation, he stabbed his wife—their mother—to death. After inflicting multiple wounds on her, he killed himself. 

In the same week, an attorney called me with yet another sad tale—a woman physician who had prescribed Prozac for herself to combat the stress of starting up a practice and ended up shooting herself. Her husband, a surgeon, was suing Eli Lilly, the manufacturer of Prozac, for failure to warn people about the dangers of the drug. He would have to stand in line behind two dozen or more others who were filing similar suits. Then another attorney called to tell me about a man who had murdered his boss and almost killed his wife while he was taking Prozac. 

Meanwhile, my own clinical experience with Prozac has confirmed the existence of the drug's dark side. As a result of my earlier books, including Toxic Psychiatry, and my work as director of the Center for the Study of Psychiatry, I am at times a beacon to people who have been hurt, frustrated, or humiliated by biopsychiatric treatment. Many patients come to me after having failed to improve on a variety of medications. Often they have been damaged by earlier biopsychiatric treatments.

Suffering from chronic neck pain after a skiing accident in Colorado, Gina,6 a twenty-seven-year-old woman, had been referred to me by her orthopedist. She had been prescribed a variety of analgesics, and while they helped to relieve her pain, they tended to sap her energy. She'd also been given several different antidepressants, sometimes to ease her physical pain7 and at other times to treat her depression. She said, "They just didn't do much for me." 

Seven years earlier, Gina had fled from her traditional Sicilian family and come to the United States as a student. She loved her mother and father very much, but chose to reject her father's authoritarian attitudes as well as her mother's and sister's subservience to the males in the family. Gina was simply too spirited— too spontaneously independent—to stand for it. 

It was easy for me to believe Gina when she described how she arrived in this country as a student with only a few remote family contacts, learned English in a matter of months, and then demonstrated an unanticipated aptitude for science. She was now a research assistant at a rising biotech firm while at the same time getting her master's degree in microbiology. 

My psychiatric practice continually confirms the formative influence of childhood in the lives of adults, yet I am regularly astonished at how some people manage to reach adulthood with an intensity of energy and personal courage that seems wholly unexplained in terms of their background. Gina, full of life, was one of them. Out of the bulwark of traditionalism and patriarchy came this brave, self-determined young person. Even while pacing my office in physical pain and emotional despair, Gina emanated spiritual energy. 

The skiing accident had occurred eighteen months earlier, leaving Gina with pain and spasms secondary to bruising in the region of her cervical vertebrae. Gina's work in the biotech lab required focusing her eyes through microscopes and calibrating instruments, while turning her head back and forth to make notes or to draw sketches. The effort created tensions in her neck that stymied her recovery. But she resisted taking vacations, let alone sick leave, and so she fought against the pain, tried to keep working, and got worse. 

The research chief in Gina's department had singled her out as a rising star and had already included her among the string of more credentialed authors on an upcoming scientific paper. She routinely put in extra hours at the lab and then additional hours going to class and studying. She couldn't let up; she didn't want to let up. She had, in her own words, a "go-go" style. Now, partially disabled by the injury, she was depressed and even suicidal for the first time in her life. 

Until the accident, Gina's love life had been as exciting and seemingly ideal as her career. Six years earlier, she had met and soon married Jake, a Jewish-American art dealer. "I was hardly settled down in America," she explained, when she had strolled off the street into an art show at Jake's gallery and, across the crowded room, he'd been drawn by her vibrancy. It began with his offering her a glass of wine and quickly blossomed into a storybook romance. She had worked for a time in his gallery, and then begun school and her eventual career. 

Gina described Jake as the most wonderful man imaginable—and promptly began to sob. Their romance had been perfect, or so she thought, until the last year or so. In the beginning, their friends had seen them as the ideal couple. Even her mother and father—to her surprise—overcame the shock of her relationship with a Jewish-American man. After the marriage, they had met and come to accept her warm, vibrant husband. He had capped his trip to Italy by taking them on an art tour of Rome. 

Their tradition-oriented families turned out to have much in common, and Gina loved and was loved by Jake's parents. She developed a wide circle of friends, some through school, others through the gallery and work. 

"Gone," she told me sadly. "They're all gone."

Six months earlier, she had left her husband and rejected all of her friends. "I was determined," she said, "to do it on my own." 

"But your husband—I've never heard a woman speak so lovingly of a man she's determined to divorce."

I don't usually challenge my clients too strongly in the first few sessions of therapy, but her story didn't make emotional sense. 

"Gina," I said, "when people are so much in love and have a few years of really good married-time behind them, they don't usually quit so quickly. What was going on?" 

"When I made the decision, I felt like I had 'had it with him,'" she said. Then she added, "Besides, I was feeling that way with everyone. I had had it with everyone." 

"It still doesn't make sense," I persisted. "He was going through stresses and not faring too well, maybe coming apart, not being himself. And so were you. But the change in your feelings —it sounds so abrupt and final for someone so in love." 

"Jake's dad is retired, and he got sick about that time," Gina started to recall the sequence of events. "So Jake went to Palm Springs to help out." It was hard for her to sort out what had happened over these difficult and trying months, and she hadn't pieced this part of the story together. "While Jake was gone—it was a couple of weeks—I got a whole new feeling about being alone. All of a sudden, I felt like I didn't need him or anyone else. I was fine all by myself. Perfect! I began fighting on the phone with my parents. And then I called Jake in California and said I wanted a separation, and he freaked out, and his mom and dad, well they got really angry, and I basically told them all to go to hell." 

She stopped as if surveying her life's wreckage for the first time.

"And when my friends said, 'Gina, what are you doing?', I just told them to go to hell, too. Pretty soon, there wasn't anybody."

She stopped for a moment and said, "It doesn't make sense, does it?" Tears were running down her cheeks.

She got up, paced, and then sat back down again, pulling tissues out of the box.

"Gina," I asked, "were you taking any psychiatric medications at the time?"

"Probably."

"Which ones?"

She had to think hard to recall. "A week or two before Jake went away to San Francisco, I got started with a new doctor. He gave me ... yes. ... It was Prozac." 

During a period of three weeks on Prozac, Gina had rejected everyone in her life.

Any person's life is far too complex to capture in a few paragraphs. Surely many factors, known and unknown, had brought Gina to drive away her friends and relations, and to teeter now on the brink of suicide. But what struck me, and Gina also, was the abruptness of her complete rejection of all the people who loved her and whom she loved as well. 

Could Gina's transformation be attributed entirely to Prozac? We can never be certain of this, but starting Prozac coincided with Gina's sudden withdrawal of feeling from family and friends. Ordinarily, it might have seemed like a curiosity, something to be tucked away for future use. But I was recalling something I had already tucked away—a conversation with Ann Tracy, Utah Director of the Prozac Survivors Support Group. It was one of the first things Ann shared with me. She explained, "A lot of what we're seeing is people losing their feeling for the people in their lives. They stop caring about their husbands or wives, or their children. They stop caring about God." Ann knew firsthand. When the man she loved had started taking Prozac, he'd pulled away from her and from everyone else. 

 

The Prozac Craze Perspective

 

The moral and psychological dangers posed by Prozac are ultimately more threatening than its physical side effects. But this is not the first time that America has fallen unabashedly in love with a prescription medication. Until the danger of addiction became obvious, Valium enjoyed an escalating reputation as "mother's little helper." Housewives throughout the country got through their humdrum, frustrating daily chores by remaining in a drug-induced fog. But Valium never benefited from medical and media claims that it improved the normal human condition.13 The picture is more complicated with the amphetamines, drugs that in many ways resemble Prozac. We shall find that three decades ago, very similar claims were made for their special life-enhancing properties. 

While Prozac is not the first prescription drug epidemic, it has garnered a degree of media support never before encountered, as well as a best-selling book by Peter Kramer to fuel its popularity. Kramer bases his theory of Prozac-induced personality transformation on nothing more than a handful of his own cases. He shows a naive reliance on the manufacturer of Prozac, Eli Lilly, in his discussion of the drug's impact on the brain. In particular, he shows too little awareness of the pharmacological mechanisms that could cause the opposite of Prozac's intended effect, leading patients to become violent or depressed and suicidal. He gives no credence to the Prozac survivor movement. 

Kramer argues that Prozac can transform personality for the better but largely dismisses the far more likely possibility that, like any psychoactive drug, it can transform it for the worse. In passing, he makes frequent comparisons of Prozac to amphetamines and cocaine, but ends up superficially rejecting the clinical implications without fully examining the comparisons. He sprinkles his book with moral considerations, but does not seem to take them seriously. While touting the drug's capacity to reduce sensitivity to oneself and others, he fails to face the implications of creating a society of less-in-touch, less-caring, and less-loving human beings. He seems enamored with his concluding observation that "In time, I suspect we will come to discover that modern psychopharmacology has become, like Freud in his day, a whole climate of opinion under which we conduct our different lives." 

In my conversations with Kramer and in his media appearances, he seems genuinely concerned that his book has helped to fuel the Prozac craze. He tries, tentatively, to caution the country about moral concerns. On a talk show we appeared on together, he warned that there's no way to anticipate Prozac's potentially damaging effects on the developing brains of children and adolescents. Nevertheless, his book has misled hundreds of thousands of readers and millions more who have heard its message of better living through chemistry. 

It's time to address the real issues and questions about Prozac:

 

• Did Prozac perform well or even adequately during the FDA approval trials, or was the FDA overeager to approve it?

• What are the real adverse effects of Prozac and has the FDA told the public everything it knows?

• What is Prozac's short-term and long-term impact on the brain?

• Is Prozac a clinical and pharmacological cousin to "speed" and cocaine?

• Do some people really function better on Prozac and, if so, what does that mean about their lives?

• Can Prozac encourage or worsen someone's tendency toward violence, depression, and suicide?

• How did Prozac win FDA approval despite its potentially life-threatening behavioral side effects, and why did the agency exonerate the drug at its September 1991 hearing? 

• What economic and political forces have backed the promotion of the drug?

• Why is there an avalanche of lawsuits against Eli Lilly regarding Prozac?

• What methods does Lilly use to push America to buy its pill?

• What are the moral and spiritual implications for a nation being flooded by propaganda in favor of taking drugs ?

• Are there hidden human costs to taking Prozac that may haunt the individual and end up plaguing society?

• What is depression and what are an individual's alternatives to taking drugs?

 

America is turning a corner with vast moral, scientific, and medical implications. We may have finally adopted a "National Prescription Drug" — and with it, the idea that drugs are the answer. In less than a generation, we have rejected the motto, "Just say no to drugs," and adopted the motto, "Take this drug to improve your life." It is time for opposing voices. It's time to talk back to Prozac. 

 


 

Two

A Primer on How Prozac Is Supposed to Work

 

What Is Prozac

 

Prozac, and a group of closely related drugs including Zoloft and Paxil, belongs to a new generation of antidepressants that were engineered in drug company laboratories. The drugs are called selective serotonin reuptake inhibitors, or SSRIs. The name provides guideposts for discussing its impact on the brain. We'll begin with serotonin. 

Serotonin8 is a neurotransmitter—a chemical produced in nerve cells (neurons). Serotonin was discovered in the body and then in the brain in the mid-1950s. Ten years later, in 1964, specific serotonin-containing nerve cells, or neurons, were located in the brain. Further investigations identified serotonin as a neu-rotransmitter or messenger between brain cells. 

A very simplified Diagram A (see page 19) depicts neuro-transmission at a serotonergic nerve synapse. Serotonin (labeled as S) is made in the nerve and then released from the nerve ending into a small cleft or space (synapse) between the nerve ending and the next nerve in line. 

The serotonergic nerve is called presynaptic because it deposits the neurotransmitter (in this case, serotonin) into the synapse. The nerve on the other side of the synapse is called postsynaptic, because it receives the neurotransmitter. Serotonin, as it crosses the synapse, acts as the chemical messenger between the two nerves. 

 

DIAGRAM A

Steps Involved in Serotonin Neurotransmission

 

1. Serotonin (symbolized by "S") is made within the presynaptic nerve, then released into the synapse from the nerve end.

2. Serotonin connects to special receptors on the postsynaptic nerve.

3. Extra serotonin is retaken into the presynaptic nerve end for reuse or destruction.

 

Prozac blocks reuptake of serotonin. This causes more serotonin to remain in the synapse for a longer time.
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After it is released into the synaptic space, the serotonin must connect to special serotonin receivers, called receptors, on the surface of the postsynaptic nerve. Once the connection is made, the postsynaptic nerve is fired. 

Packets of serotonin, released into the synapse, can be metaphorically compared to sparks. The receptors on the postsynaptic nerve can be compared to flash pans full of gunpowder, waiting to receive the serotonin spark. 

Brain function is very complicated and little understood and, in addition to neurotransmitters, a variety of other substances also affect nerve transmission. While we don't know how many neurotransmitters exist, 100 or more substances have been identified that control neurotransmission, and many of them are neurotransmitters. Dopamine, norepinephrine, acetylcholine, and serotonin are among the well-studied ones and are often affected by psychotropic9 drugs. 

Nerve cells are classified and named according to the neurotransmitter that they manufacture and release. There are, for example, dopaminergic, cholinergic, adrenergic (norepinephrine), and serotonergic nerves. 

 

How Prozac Works: Blocking the Reuptake Process

 

Neurotransmitters remain in the synapse for only a brief period of time before they are used, destroyed,10 or returned to the pre-synaptic nerve cell for further use. When the neurotransmitter is taken back up by the nerve for reuse, the process is called reuptake, or simply uptake. 

Prozac blocks or inhibits the reuptake process for serotonin. The result is an increased amount of serotonin in the synaptic space and a longer duration of action. In effect, more "sparks" are allowed to remain glowing in the synapse. With more serotonin remaining active in the synapse, presumably there will be increased firing of nearby postsynaptic nerves. 1 

Biopsychiatrists theorize that blocking the uptake of serotonin from the synapse increases serotonergic neurotransmission and that this is good for the brain and mind, leading to the improvement of mental disorders, including depression. The theory is based on research and speculations suggesting that sluggish serotonergic nerve transmission is a cause of impulsivity, including violence and suicide. The theory itself is somewhat confusing and contradictory, because it's difficult to conceive of depression as an expression of "impulsivity"; but the theory tries to link together a variety of behaviors or conditions, especially violence, murder, depression, and suicide. Sluggish serotonergic nerve activity is supposed to worsen or cause that entire cluster of destructive tendencies. 

Meanwhile, is there evidence that causing serotonergic nerves to become more active can help people to overcome emotional problems? Very little. Almost all the research is about sluggish serotonin, not normal or hyperactive serotonin. 

It is presumed that blocking reuptake of a transmitter automatically leads to the "enhancement" of nerve function, but this conclusion seems highly unlikely. It is much more likely that blocking the normal regulatory activities of the brain would produce widespread dysfunction. 

 

The Supposed Selectivity of Prozac

 

Prozac, Zoloft, and Paxil are described as "selective" uptake blockers. That is, they are supposed to impact on serotonergic nerves with little or no spread of effect to other neurotransmitter systems or other brain functions. This is an important claim because the promotion of Prozac has centered on the concept that, unlike other antidepressants, its effects are relatively limited by virtue of its selective inhibition of serotonin reuptake. In encouraging patients to take the drug, psychiatrists often follow this promotional line, explaining that "Prozac is different. It affects only serotonin." Almost everyone who takes Prozac or any SSRI has heard this. 

For many reasons, this claim of selectivity is very misleading. The SSRIs, in fact, end up heavily impacting other neurotransmitter systems. Prozac, for example, has been shown to stimulate indirectly the adrenergic neurotransmitter system, resulting in significant, widespread compensatory changes within the receptors of that system. 2 One of Prozac's most menacing side effects, as we shall see, is probably due at least in part to its effect on yet another neurotransmitter, dopamine. 

The emphasis placed on selectivity for the serotonergic system can further mislead people, including physicians, who do not realize that serotonergic nerves spread like a branching tree throughout the brain and spinal cord. 

Every neuron is made up of a cell body, dendrites (receptive extensions from the surface of the cell body), and an axon. The axon is a slender filament that reaches out to other neurons and their dendrites and axons to make synapses with them. Some axons are infinitesimally short and some are long enough to extend around much of the brain or down the spinal cord. As depicted in Diagram B (see page 23), the serotonergic cell bodies lie clumped in the raphe nuclei (a collection of cell bodies) deep in midbrain, but their axons reach into nearly every corner and crevice of the brain and down the spinal cord, where they affect a wide variety of other nerves that control bodily functions. Serotonin is, in fact, the most widespread neurotransmitter system in the brain. 3 

 

DIAGRAM B

Seratonergic Pathways in the Brain
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In the process of spreading throughout the brain, serotonin nerves help to regulate every major functional region, including the cerebral cortex, frontal lobes, limbic system, basal ganglia, cerebellum, and hypothalamus. Through the hypothalamus, the system also affects the pituitary gland. Serotonin, therefore, affects many other systems in the brain, including those that produce endorphins, thyroid hormones, corticosteroids (cortisol), and sex hormones. 4 

The serotonin system is the most widespread neurotransmitter system in the brain and, because of this, Prozac impacts on the entire brain. The chart on pages 24-25 lists, in simplified form, some of the central nervous system functions potentially affected by Prozac. The chart corresponds to Diagram B to show the location of the various brain functions within the serotonergic network. While very schematic, the point is accurate: Serotonergic nerves influence the function of the entire brain and mind, and hence the whole person. 

Serotonin also plays important roles outside the brain and spinal cord. It was first isolated in the blood, and its name reflects the constrictive action it was found to have on blood vessels. Scientists are not even close to unraveling serotonin's various roles in bodily function. According to a review in the Pharmacological Basis of Therapeutics, "5-HT [serotonin] both stimulates and inhibits nerves and smooth muscles in the cardiovascular, respiratory, and gastrointestinal systems." 5 

Prozac has been shown to interfere with the functions of serotonin throughout the body, including the platelets in the blood, accounting in part for its wide variety of side effects. 

Overall, Eli Lilly's promotional line about Prozac's selective effects on the nervous system should be viewed with caution and skepticism. No one prescribing or receiving the drug can fully grasp Prozac's overall impact on the brain and whole body, because it's beyond our current scientific understanding. 

 

Areas of the Brain Affected by the Serotonergic Nerves


  
    
      	
        Area

      
      	
        Where Located

      
      	
        Effects of Dysfunction

      
    

    
      	
        Raphe Nuclei

         

      
      	
        Deep within the brain

         

      
      	
        This is the origin for the nerve cells that makes and release serotonin. The extensions (axons) of serotonergic nerves spread throughout the brain and into the spinal cord. Prozac and other SSRIs disrupt the function of all serotonergic nerves.

      
    

    
      	
        Cerebral Cortex

      
      	
        Outer surface of the brain

      
      	
        Dysfunction within the cerebral cortex impairs higher mental activities, including intelligence and sensory perception.

         

      
    

    
      	
        Frontal Lobes

      
      	
        Front of the brain

      
      	
        Dysfunction within the frontal lobes impairs reason, impulse control, ability to make future plans, empathy and social awareness, insight and judgment — in short, the most human functions.

      
    

    
      	
        Limbic System

      
      	
        Widespread, beneath the frontal lobes

      
      	
        Dysfunction within the limbic system affects regulation of emotions, and usually produces indifference and apathy or euphoria

      
    

    
      	
        Basal Ganglia

      
      	
        Middle of the brain

      
      	
        Dysfunction within the basal ganglia causes abnormal movements, and can cause emotional blunting and mental deterioration.

         

      
    

    
      	
        Temporal Lobes, Including Hippocampus

      
      	
        Lower side of the undersurface of the brain

      
      	
        Dysfunction within the temporal lobe impairs the ability to learn and to remember new experiences, and can obliterate old memories

      
    

    
      	
        Parietal Lobe

      
      	
        Toward the back surface of the brain

      
      	
        Dysfunction within the parietal lobe impairs integration and understanding of sensory perceptions, language, and sense of self.

      
    

    
      	
        Cerebellum

      
      	
        Lower posterior of the brain

      
      	
        Dysfunction within the cerebellum affects regulation of muscular tone, posture and gait, and coordination, especially of skilled movements.

      
    

    
      	
        Hypothalamus

      
      	
        Small area of undersurface of brain above the pituitary gland

      
      	
        Dysfunction within the hypothalamus impairs temperature control, appetite, and hormonal function, including pituitary gland functions.

      
    

    
      	
        Pituitary Gland

      
      	
        Base of the brain

      
      	
        Dysfunction of the pituitary gland can impair thyroid, adrenal, and sexual function, and can affect overall reaction to stress.

      
    

    
      	
        Spinal Cord

      
      	
        Begins at base of brain and extends downward through the vertebral column

      
      	
        Dysfunction within the spinal cord affects nerves that spread throughout the body; especially impaired are reflexes and muscle tone.

      
    

  


 

NOTE: Each of these functional areas of the brain is labeled on Diagram B. This chart gives only a partial review of the various regions of the brain affected by serotonergic neurotransmission.

 

 

 

Effexor: Back to the Future

 

Now that Prozac, Zoloft, and Paxil have claimed a position of superiority by virtue of selectively impacting on the serotonergic system, we already have a promotional backlash. Effexor (venlafaxine hydrochloride) was approved by the FDA in December 1993 and is now available (spring 1994); it will be marketed as "Prozac with a punch." 6 It blocks the reuptake of not only serotonin but also of norepinephrine. 

In bygone days, drug companies bragged about how many neurotransmitters their drugs affected, because all of the neurotransmitter systems were, at one time or another, proposed as participants in the cause of depression. In effect, they had several different punches. Then Prozac outflanked them by making a unique claim for zeroing in on one neurotransmitter system. Now comes Effexor, trying to stake out a special claim for affecting two neurotransmitters. 

Although at least eight tricyclic antidepressants are known to block the reuptake of both norepinephrine and serotonin, 7 the manufacturer of Effexor (Wyeth Laboratories Inc.) is claiming greater specificity. In fact, cocaine and amphetamine, like Effexor, block the reuptake of serotonin and norepinephrine. They also block the reuptake of dopamine, so cocaine and amphetamine might be marketed as Prozac with a double punch. Soon, I am sure, we will get back to the future with a new antidepres-sant that boasts of affecting three or more neurotransmitters all at once. 

 

The Supposed Ability of Prozac to

Correct Biochemical Imbalances

 

One of my clients, Harriet, a sensitive and caring young woman who works as a music teacher, had come to me after a brief psychiatric hospitalization during graduate school in which she had been "zonked" by antidepressants and threatened with electroshock. Her former psychiatrist had issued dire warnings about her biochemical imbalance, predicting that without medication for the rest of her life, she would need repeated hospitalizations and electroshock to keep from killing herself. Harriet wanted my help precisely because she did not favor pharmacological approaches, even though she still felt suicidal at the time she came to see me. 

Having been orphaned and left with a legacy of shyness, Harriet wanted long-term emotional support and so we worked together for a number of years while she improved her social skills and became more confident at teaching. Eventually, she found the courage to develop an active music teaching practice outside her regular school job. 

Despite our best efforts, Harriet still became somewhat depressed during May and June of each year. It was the anniversary of her mother's death and was complicated as well by despondency over the lack of love in her life as springtime approached. We had made a lot of progress—she never became suicidal or required hospitalization, and the periods of despondence grew less intense and briefer—but springtime always brought a temporary gloom into her life. 

Then Prozac came out and in May of that year, 1988, Harriet asked me about it. I explained that Prozac did not seem to sedate or subdue people the way some of the older antidepressants did and I gave her some literature and described the various adverse effects. I reassured her that I didn't want to interfere with any of her decisions and when she said she might like to try Prozac, I gave her the name of a well-known and respected biopsychiatrist. She planned to continue seeing me for psychotherapy. 

Harriet went to the psychiatrist, who immediately said she had a biochemical imbalance and prescribed Prozac. When she got "hyper" and had trouble sleeping the next week, he added a sedative minor tranquilizer. 

The prescribing physician, Harriet told me, seemed very busy, shuffling patients in and out every fifteen minutes, and charging each of them nearly as much as a psychotherapist might for a full hour. When Harriet had trouble getting an evening hour with him, he started filling her prescriptions by telephone. She felt abandoned and asked me to take over the management of the drugs. I agreed and also decided to stop referring patients to my colleague. 

Meanwhile, Harriet worked her way through her springtime depression a little more easily than the year before. Neither of us could tell if the drugs had done it, because the springtime depressions had become progressively less troublesome each year. She felt little effect from the two drugs other than a mild constriction of her emotional range. 

As the depression lifted, Harriet felt in an emotional bind. She couldn't figure out, in her words, "Did I do it myself or was it the drug?" But that was a minor problem compared to the fear that now overcame her at the thought of stopping either the Prozac or the tranquilizer Klonopin (clonazepam). 

Klonopin is habit forming and addictive, and many patients have trouble shaking off the use of one dose at night for sleep. Harriet was convinced the sedative wasn't doing any good because, after all, she fell asleep almost instantly, before it had time to work. But when she tried to stop, she became anxious as night came on. Although I told her she might experience "rebound insomnia" —a hyperactivity of her brain in response to coming off the sedative—she was afraid to wait out the withdrawal period. 

Harriet also tried to stop the Prozac, and although her depression didn't come back in the few days she was off it, she again became too frightened to discontinue the drug. Occasionally I reminded her about the problems associated with long-term drug use, but, as of now, she has been unable to stop taking either one. Yet she still worries about long-term adverse effects and so do I. The drugs are definitely producing biochemical imbalances. 

Whenever I give a public talk, someone is bound to confront me on the subject of biochemical imbalances. I'll be told in no uncertain terms, "My doctor says I have a biochemical imbalance and I know I do!" or "Prozac corrected my biochemical imbalance. It was genetic." 

Ever since antidepressants were discovered, it has been assumed that they work because of their effect on nerve transmission in the brain. It has also been assumed that, because they work, there must be something wrong with the nerves they affect. This assumption is commonly used as the major reason for searching for a biochemical cause of depression and other psychiatric disorders. It goes like this: The drugs work, the drugs affect the brain, so there must be something wrong with the brain. But this is faulty and unscientific reasoning. Many well-known drugs, such as caffeine and alcohol, affect the mind and brain in the absence of any underlying defect in the brain. 

The biochemical imbalance theory has replaced Freud's psychological theory as the most widely accepted explanation for emotional pain and suffering. Freud's theory in turn had replaced more religious and philosophical explanations, such as original sin, the devil, and moral degeneracy. The modern bio-psychiatric theory, however, does have one thing in common with Freud's unconscious —both can be misused to make people dependent on mental health experts to explain what's really going on inside them. 

Freud's psychological theories have some validity and usefulness. Mental processes are influenced by childhood experiences that the individual cannot recall and by feelings and attitudes that lie outside awareness. A person can take better control of his or her own life by becoming more self-aware. The unconscious, in this sense, does describe a real aspect of human experience and can be a helpful, empowering concept. 

The mind and behavior are also affected by dysfunctions in the brain, such as Alzheimer's disease. Hormonal imbalances produced by disorders like hyper- or hypothyroidism can affect mood.11 The known biochemical imbalances produced by psychiatric medications, as well as by other drugs, frequently cause severe emotional disturbances. But this does not mean that a significant percentage of people who seek psychiatric help have anything physically wrong with their brains. 

There is, in fact, very little evidence that they do. If depression, for example, has a biological or genetic basis, it has not been demonstrated scientifically. To the contrary, each new biological hypothesis ends up discredited. Biopsychiatnc theory remains pure speculation and runs counter to a great deal of research and clinical experience, as well as common sense.12

Even if emotional suffering turns out to be caused at times by subtle biochemical imbalances, can these physical problems be corrected by currently available psychiatric drugs? Or would the drugs make matters worse by adding more gross biochemical imbalances to the existing disorder? The following case history illustrates the problem. 

Mike Donnelly was one of those who traveled far to present his concerns at the 1991 FDA hearing on Prozac. The chemical-imbalance theory confused him into believing he was "crazy," when he was, instead, having an adverse reaction to Prozac. Mike testified: 

 

I am Mike Donnelly. It is a matter of moral responsibility that I am here today. I'm a successful business- and family man from south Florida. I'm a Christian and do not belong to the Church of Scientology,13 I've always been mentally healthv and well blessed. 

Two years ago I sustained a massive head injury due to a car accident. After months of treatment and rehabilitation I tried to go back to work and run my business. I became frustrated by my inability to function as I used to. My doctor recommended I see a psychiatrist to help me through this anxiety. 

I met with this psychiatrist and he had me fill out these mental test forms in which one question asked if I had thoughts of killing myself. Well, this question shocked me and I checked no. It went on to ask several more questions. I filled them all out. He then graded these tests and gave me a high score on them, what you would call, perhaps, an A on my mental condition at the time. 

He then declared, through no scientific test, that I had a chemical imbalance in my brain due to the head trauma and which could be corrected by taking America's new wonder drug, Prozac, and showed me Newsweek magazine proclaiming this statement on the cover... . 

The first week taking Prozac I felt no effects. The second week my anxiety increased, I could not make decisions, and I had trouble eating and sleeping. The third week I became agitated and could not sit still. I began pacing through my house and had more trouble eating and sleeping. The fourth week I had total loss of appetite, complete insomnia, anxiety was literally pouring out of my ears. After not sleeping or eating the entire week, I was incapable of any rational thinking and reduced to a pathetic shell of a person with nothing inside. I felt like I literally lost my soul, incapable of any emotion whatsoever. 

At this time I did not attribute these effects to Prozac but merely saw my head trauma from the car accident was getting worse. My anxiety became humanly intolerable and I became convinced I was never going to be the same, that the only way to have peace and serenity again was to die. This is how I became intensely suicidal. 

I would like to describe "intensely suicidal" for you. I wanted to throw myself under our large company dump trucks as they were pulling out for work. I fantasized about drinking weedkiller, throwing myself on high-voltage power lines, running across a police practice gun range in full fire, wrestling a gun from a policeman's belt while in a crowded store, jumping off the balcony of my parent's 10th-floor condominium, and many more suicide fantasies. 

I realized I needed help at this point and went back to the psychiatrist, who recommended I double my dose of Prozac. I [agreed to commit] myself to an institution, where I would be safe and could be properly monitored. After visiting two institutions, with my bags packed, ready to commit myself, I lay down on the bed in a room that would have been mine. I remember staring up and looking at the ceiling for several minutes. Then I got up, I walked over to my wife and I said, "I can't do this, I'm leaving." 

I walked out the door and got in the car and left, as a passenger—I couldn't even drive a car. On the way home my wife yelled at me and said I had to listen to the doctors, I had to stay in the hospital, and I did not even want to help myself. On the way home I got a glimmer of what might be happening to me, and when I returned home I walked straight into my bathroom, opened up my medicine cabinet and took out the bottle of Prozac and said, "This stuff is killing me," and flushed it down the toilet. 

This was after two months of taking it. I said, "I'm not taking this drug anymore, seeing a psychiatrist or committing myself to an institution. Instead I'll take vitamins and start working out." Then I barged out my front door and made a feeble attempt at jogging around the block. 

For the next month and a half this nightmare raged on. I still had insomnia, high anxiety, and suicidal thoughts and was not sure it was definitely Prozac causing this. Little by little my anxiety subsided. I began sleeping again and suicidal thoughts subsided. 

Once again I was capable of rational thinking. I read some literature about the tremendous adverse reactions that can be caused by Prozac and it was like reading about what I had just gone through. I realized that this was Prozac that had pushed me to the brink of self-destruction and I could be normal again... . 

 

In retrospect, Mike no longer believes that he had a biochemical imbalance. In his testimony, he said:

 

I have found psychiatrists abuse this generalized statement of a chemical imbalance of the brain as a way to prescribe these psychiatric drugs and a way to start the psychiatric revolving door, just go in and out, in and out, and sometimes the problem is you never come out. 

 

Curiously, in light of so much psychiatric concern about the dangers of biochemical imbalances, all known psychiatric drugs produce widespread chemical imbalances in the brain, usually involving multiple systems of nerves. Prozac is no exception. 

Many psychoactive substances produce profound effects on people who have nothing wrong with their brains. In fact, in sufficiently large doses all the commonly used psychoactive drugs seem to affect all people without exception. This is also true of all the routinely used street drugs, from marijuana to cocaine. It is true of caffeine, nicotine, and alcohol. Taking into account normal biological variation in responses to drugs, these agents affect everyone in about the same way. Some people like the effects more than others, and believe that the particular drug is beneficial, but there's no reason to believe that they are reacting in a unique fashion. It doesn't take a "broken brain" to respond to drugs; it just takes a brain. 

Patients taking Prozac may react in a variety of ways that seem positive or negative to them. Any psychoactive drug—one that affects the brain and mind—is likely to have very different effects on different people. Some people seem to imbibe relatively large quantities of alcohol with seemingly little intoxication, while others take a few sips and become woozy and lose their coordination. Some people can have an occasional social drink, while for others a taste is a prelude to a binge. Some people abuse alcohol for years with seemingly little negative effect, while others develop physical and psychological problems within a short time. Some people become more passive "under the influence" and others more aggressive. Some people hate alcohol and some people love it. 

Many people use alcohol regularly "to get through the day." They find it gives them the "courage" to go on. In effect, alcohol is their self-administered medication. Others, seeing the habit in a less favorable light, call it "maintenance drinking," a form of chronic alcoholism. 

We should expect to find this wide range of responses to any psychoactive drug, including the SSRIs such as Prozac, Zoloft, and Paxil, as they disrupt the normal brain processes of the individual. That psychiatric drugs have their effect by impinging on normal brain processes is now being demonstrated in the widespread use of Prozac. People with no obvious psychiatric disorder are claiming to benefit from it. 

As I describe in detail in Toxic Psychiatry (1991), the neurotransmitter theory remains wholly unproven in regard to any psychological or psychiatric disorder. It's pure speculation. Even advocates of the theory point out that the picture is much too complicated to finger one neurotransmitter as the cause of depression. At a recent program sponsored by the Association for Research in Nervous and Mental Diseases, John Krystal of the Yale University School of Medicine declared, "Depression is much more complex than we would have thought not long ago. It is premature to rule out the involvement of any neurotransmitter system." Krystal went on to say it was "naive" to point to one neurotransmitter, such as serotonin, as the cause of depression. He observed that antidepressant action clearly involved more than a simple increase in the availability of one neurotransmitter. 8 

In fact, it's also premature to assume that abnormalities in any neurotransmitter systems, including a combination of them, play any role in depression. The biochemical-imbalance theory is merely the latest biopsychiatric speculation, presented to the public as a scientific truth. And it's the theory behind Prozac. It's thought that by blocking the reuptake of serotonin out of the synaptic space, sluggish nerve transmission is transformed into normal nerve transmission. 

The ironic truth is this: The only known biochemical imbalances in the brains of nearly all psychiatric patients are those caused by the treatments. Those rare exceptions who have known hormonal disorders, such as Graves' disease (hyperthy-roidism) or Cushing's syndrome (adrenocortical hormone excess), are almost always treated as medical rather than psychiatric patients. 

 

Cleverness Is Not Wisdom

 

There are more cells in each of our individual brains than there are stars in the sky. The brain is made up of several hundred billion neurons and trillions of synapses. Each individual human brain is more complex than the entire physical universe with all its stars and planets, and with all the various forces, such as gravity, that are at work in it. Unlike the physical universe, the biochemical activities that run the brain remain almost wholly shrouded in mystery. We have no idea, for example, how the brain makes a thought or an emotion. It seems foolhardy to imagine that blocking one of the brain's biochemical functions would somehow improve the brain and mind. 9 

As technologically advanced as the manufacture of Prozac may seem, it does not reflect an equal depth of understanding about how the brain and mind function. At the root lies a dangerous assumption that it is safe and effective to tamper with the most complex organ in the universe. With that in mind, we turn to examining the efficacy and safety of the SSRIs. 

 


 

Three

The Real Story Behind Prozac's Approval by the FDA

 

Most people seem to believe that the FDA conducts its own independent studies of drugs and then decides whether or not to approve them. Nothing could be further from the truth. The FDA, in fact, doesn't have any money to perform its own studies during the approval process for drugs. 

All FDA drug studies are constructed, supervised, and paid for by the drug companies themselves, using doctors and research teams of their own choosing—often people with long-established relationships with the company. It seems obvious, but should be underscored, that the pharmaceutical companies do everything they can to make their studies turn out right. 

 

How the Prozac Studies Were Constructed

 

Regulations require that a new drug must prove its efficacy in double-blind controlled studies comparing it to placebo and to other drugs of established efficacy. Double-blind means that neither the doctors nor the patients know who is getting what kind of pill. Placebo-controlled means that some patients in a comparison control group will be given an inactive substance in pill form—the placebo, or sugar pill. The placebo is, in effect, a fake drug. If, for example, Prozac does not perform any better than the placebo, Prozac will be seen as ineffective. 

Placebo plays a key role in scientific drug studies because it's been repeatedly demonstrated that up to 50 percent or more of depressed patients improve on the sugar pill. 1 In some studies, nearly 90 percent have improved on placebo. 

The FDA allowed Lilly to use the "placebo washout," a very questionable but commonly used technique in drug studies. 2 All patients were started off on placebo for approximately one week (4-14 days). Those patients who showed improvement on placebo were then dropped from the study and the trials were begun all over again from scratch with a placebo and a drug group. 3 

Using the placebo washout helps make a drug seem more effective than it is. For example, some of those patients "washed out" of the testing because they responded positively to the placebo might not have reacted positively to the drug if they had received it in the second part of the testing. That is, if they had not been dropped from the actual trials, the placebo responders might have once again reacted positively to the sugar pill but not to the drug with its frequently unpleasant side effects. Even if the placebo washout reduced the number of positive responders equally in both the sugar pill and the drug groups, this reduction in the total number of positive responders in both groups would favor the drug. Why? Statistically, the same difference between two smaller groups is more significant than the same difference between two larger groups. The placebo washout purposely produces an unnatural pool of patients. It is unscientific. 

Before the FDA approves a psychiatric drug, it typically requires that the drug company produce two or more research protocols that demonstrate significant efficacy for the drug. Each protocol has a specific set of rules developed by the drug company. In the case of Prozac, one protocol included ten separate studies under different leadership at different sites. 

The results were then pooled to make one pool of data for statistical purposes. The total number of individual studies or research projects in the various Prozac protocols varied from one to ten. 

A typical Lilly protocol for Prozac in its FDA approval process required randomly dividing a group of depressed patients into two similar sections. One section was given placebo for four to six weeks and the other was given Prozac for the same period of time. In other protocols, the group was divided into three parts: one taking placebo; one taking Prozac; and one taking an older, proven antidepressant for comparison. 

The protocols used a variety of tests to evaluate week-by-week improvement. Some of these involved self-assessment, but most entailed brief interviews with professionals who checked off symptoms lists. No intensive interviews were utilized. 

Each individual study was directed by a principle investigator, a psychiatrist selected by Eli Lilly to ensure that the project was conducted according to the principles laid down by the drug company. Some studies were carried out at universities and others at private research firms that specialize in performing drug company-sponsored research. 

 

HOW THE SUBJECTS WERE SELECTED

 

Potential subjects were interviewed by investigators in each study to determine whether or not they met the standards for major depression as defined in the American Psychiatric Association's Diagnostic and Statistical Manual of Mental Disorders, Third Edition, Revised (DSM-III-R).14 To qualify for major depression, the individual must show signs of depressed mood or loss of pleasure or interest in life. These are the first two items on a list of nine items, and the individual must suffer from at least a total of five. The other criteria include the following: significant weight change; sleep disturbance; psychological and physical agitation or retardation; fatigue or loss of energy nearly every day; feelings of worthlessness or "excessive or inappropriate guilt"; indecisiveness and other signs of difficulty thinking and concentrating; and recurrent thoughts of death or suicide.

Most people believe that when Prozac was approved for depression, it had been thoroughly tried on extremely depressed patients and had proven life-saving. 

In actuality, the Prozac studies as designed by Lilly excluded all patients with serious tendencies toward suicide. This deliberate exclusion was part of the formal protocol, or organization, of each study used for FDA approval in the United States.15 Advocates of the drug would wholly overlook this in their enthusiastic reviews, giving the false impression that Prozac is a potentially life-saving drug. No antidepressant has ever been shown to prevent suicide, and Eli Lilly apparently didn't want to risk finding out whether Prozac would also fail to prevent suicide. 

Hospitalized psychiatric patients were also excluded from nearly all of the studies, including every one that was used to approve the drug. 

There were no children or elderly adults in the Lilly-sponsored FDA studies of Prozac. Once any drug is approved for marketing by the FDA, however, there is nothing to stop psychiatrists from prescribing it for these vulnerable groups. Prozac, in fact, is being widely recommended for children and youth. One such recommendation is in a recent popular book by Columbia University professor of psychiatry Ronald Fieve.4 Fieve states, "although scientific research in this area is scanty and incomplete the evidence so far indicates that children and adolescents can safely be given Prozac... ." The potentially tragic consequences of this practice are underscored in the findings of the government's General Accounting Office (GAO) investigation of the FDA—that children are especially likely to fall victim to adverse reactions that slip through the FDA premarketing tests of drugs. 

 

HOW LARGE AND HOW LONG WERE THE STUDIES

 

Misleading totals for patients tested in clinical trials are common. In Everything You Need to Know About Prozac (1991), psychiatrist Jeffrey Jonas from Fair Oaks Hospital in Summit, New Jersey,16 and medical writer Ron Schaumburg defended Prozac by stating, "Some of the reassurance comes from the data on over 11,000 patients who took the drug in clinical trials." 

The 11,000 figure appears in an August 31, 1990, "Dear Doctor" letter written by Eli Lilly to American physicians to counteract concerns that Prozac could increase suicidality. The letter states, "More than 11,000 individuals participated in clinical trials for Prozac, including over 6,000 treated with Prozac." Jonas and Schaumburg must have misread this statement, since it indicates that the drug was actually taken by "over 6,000" patients rather than 11,000 patients. However, when a drug company bandies about large—if relatively meaningless—numbers, the numbers are likely to be misread or misinterpreted in favor of the company. The figure of 6,000 patients, meanwhile, is itself potentially misleading. 

The drug label as reprinted in the Physicians' Desk Reference (PDR) states that there were "5,600 Prozac-exposed" individuals in the premarketing period of evaluation.17 But this apparently includes patients given the drug under a variety of conditions other than actual clinical trials. In another place in the PDR, it is stated that 4,000 patients received Prozac in "US premarketing clinical trials." But most of these patients, apparently, were not in placebo-controlled studies—the only ones relevant for efficacy studies. A table of adverse reactions in the PDR reviews 1,730 patients who were involved in "placebo-controlled clinical trials." 

When we focus on the actual numbers of patients in the trials used by the FDA in the drug approval process, the totals shrink much further. Only three favorable protocols, involving seventeen studies and several hundred patients, were found scientifically adequate enough by the FDA to use them as evidence for approving the drug. Using material obtained through the Freedom of Information Act, I went through each of these seventeen studies, one by one, to add up the number of Prozac patients who actually completed the four-, five-, or six-week trials used as the basis for FDA approval. The grand total turned out to be a meager 286 patients. 

It is astonishing to realize that the approval of Prozac was based on fewer than 300 patients culled, by various means that we will examine, from the original cast of thousands. It is safe to guess that few if any physicians or patients who rely on FDA studies have any idea that the actual number of Prozac patients completing the trials was so small. 

Most people imagine that patients in the FDA approval studies take the test drugs for months and years on end before the drug can be approved, but as we've already pointed out, the scientifically controlled trials for Prozac lasted only a few weeks. An occasional less scientifically rigorous project lasted longer, but 86 percent of all the patients in all the studies were treated for "three months or less." Only 63 patients were on fluoxetine for a period of more than two years before completion of the premarketing studies and the FDA approval of Prozac.5 In effect, anyone now taking Prozac for more than a few weeks is part of a giant ongoing experiment on its longer-term effects. 

 

FAILURES ARE FORGIVEN

 

According to the FDA approval process, it doesn't matter how many times a drug fails to prove useful in its clinical trials. Innumerable scientific studies can show the drug to be ineffective, but as long as two or more show statistical superiority over placebo, the drug can win approval. 

In its "Summary of Basis of Approval," dated October 3, 1988, 6 the FDA states that fourteen protocols involving controlled studies were submitted by Lilly. Four compared Prozac to placebo, and of these, three were used by the FDA as evidence of some beneficial effect. One showed none at all. Of the remaining ten studies, eight showed Prozac to have no positive effect. Overall, there were more negative efforts than positive, but this made no difference in the approval process. 

In six out of the seven studies where it was included, imipramine (Tofranil), a very old drug, did better than Prozac. 7 That, too, made no difference in the approval process. 

These results do not sound very inspiring, but an examination of the three positive protocols will prove much more disheartening. The analysis that follows was painstakingly garnered from several volumes of FDA data that were decidedly not user-friendly. It is worth giving the reader this rare, and perhaps unprecedented, window into the FDA—a seldom illuminated region of the government. 

 

PROTOCOL 27: SCRAMBLING TO MAKE IT

 

One of the three sets of protocols used to prove the efficacy of Prozac was called Protocol 27. The following information about the protocol is taken from the Food and Drug Administration's March 28, 1985, "Review and Evaluation of Efficacy Data." All page numbers refer to that document. 

At the start, Protocol 27 involved more than 700 patients at six separate sites in studies run by different principal investigators. But by the time the entire protocol was completed, and all the data from one of the six sites was excluded, fewer than 150 Prozac patients remained in the whole protocol. Of these, only 104 completed the six-week trials. 

The protocol compared three agents: Prozac; an older anti-depressant called imipramine (Tofranil); and placebo. The six separate studies, as reported by the drug company and then further analyzed and summarized by the FDA, produced the following results: 

 

1. J. P. Feighner, M.D., from the Feighner Institute in San Diego, according to the FDA found that the older antide-pressant, Tofranil, showed significant improvement in the patients in "all variables." However, "fluoxetine was not shown to be consistently different than placebo" (p. 21). In other words, Prozac was a bust. 

An April 3, 1984, in-house FDA memo by Walter SIoboda, a psychologist in the Division of Scientific Investigation, discussed criticisms of Feighner's studies based on an on-site FDA investigation. Among other things, the FDA found that in Protocol 27 a patient was mistakenly given Prozac in addition to Tofranil and that the error had not been properly recorded. Also, in several cases, a variety of abnormal laboratory findings were ignored, entailing risk to patients. Dr. Feighner, the report said, agreed with these observations by the FDA and promised to remedy them. 

In addition, Sloboda's memo discussed a consumer complaint in which a patient alleged that she had been given Prozac in a trial and that this initiated an emotional deterioration resulting in hospitalization and electroshock treatment. We have no information on the outcome of the investigation concerning the patient's complaint. 

Feighner's practices in conducting Prozac research were criticized again in an August 7, 1984, letter from the FDA's Frances O. Kelsey, Ph.D., M.D., Director of the Division of Scientific Investigation, Office of Compliance, Center for Drugs and Biologies. Kelsey found that Feighner "had several departures from Food and Drug Administration regulations or commonly accepted drug investigational practices." Without mentioning specific deviations, the letter emphasized the need for Feighner to follow the inclusion and exclusion criteria of the studies.18

 

2. Jay B. Cohn, M.D., a psychiatrist from the University of California in Los Angeles, produced according to the FDA report "seemingly overwhelmingly positive results." However, the statistical manipulations required to achieve them were scientifically unacceptable. For example, Cohn ended up comparing how the Prozac patients did at six weeks with how the placebo patients did at two weeks. Reluctant to come down too hard on a drug company, the FDA observed, "Hence, this study can, at best, be said to be supportive" (p. 27). In contrast to patients on Prozac, patients on the older antidepressant did show improvement. Another Prozac bust. 

Cohn, meanwhile, had been sent an extraordinarily critical letter from Frances O. Kelsey, Ph.D., M.D., Director, Division of Scientific Investigations of the FDA. The inspection under the FDA's Bioresearch Monitoring Program found that Cohn had failed to indicate that two of the subjects suffered from a "past history of alcoholism" and that a third subject, who had been treated three times for alcoholism in the prior year, had cirrhosis of the liver. It was also found that in an earlier study in the Prozac FDA approval process, Cohn had failed to obtain written informed consent and had "backdated the consent form." 

Eventually the FDA discarded the Cohn study as invalid. Nonetheless, in 1985 Cohn and Charles Wilcox, M.B.A., published the study in the Journal of Clinical Psychiatry as part of an Eli Lilly-sponsored symposium. They describe their study as an unambiguous success story for Prozac. They give no recognition of the fact that the FDA invalidated and rejected this study. As far as the general medical community knows to this very day, the Cohn study unequivocally proved the efficacy of Prozac. 

 

3. David L. Dunner, M.D., a psychiatrist from the University of Washington in Seattle, found the older antidepressant was effective. But according to the FDA, "There was essentially no difference in efficacy between fluoxetine and placebo" (p. 34). A third failure for Prozac. 

 

4. Bernard I. Grosser, M.D., from the department of psychiatry of the University of Utah, came up with the same negative result as Dunner. According to the FDA, "imipramine produced significantly more improvement than placebo on all major efficacy variables at endpoint." However, fluoxetine was not shown to be consistently different than placebo (p. 42). A fourth negative outcome for Prozac. 

Grosser's seeming bias in favor of Prozac is disclosed in an October 26, 1984, letter of complaint sent to him by FDA official Frances Kelsey. Among other criticisms, Kelsey observed that Grosser's informed consent form did not conform with regulations because it describes Prozac "... as effective or more effective than imipramine. ..." Kelsey explained, "Since the purpose of the investigational drug studies is to prove the drug's safety and effectiveness, such statements cannot be made while the drug is being evaluated." Interestingly, Grosser's study failed to confirm his bias. 

 

5. F. S. Abuzzahab, Sr., M.D., from the University of Minnesota Department of Psychiatry, again according to the FDA's analysis, showed that Prozac "produced more improvement than placebo on a few variables. The differences, however, were not consistent and included only some key variables" (p. 47). The older antidepressant was no better. This was essentially a fifth bust. 

A December 13, 1984, letter from the FDA's Frances Kelsey to Abuzzahab was critical of his practices in Lilly-sponsored Prozac studies. The letter stated, "Objectionable conditions were found to exist in both of the clinical studies for most of the subjects audited." In particular, the inspection found "that you did not adhere to the protocols and that you did not give proper notification" when making protocol changes. 

 

6. James D. Bremner, M.D., a psychiatrist in Olympia, Washington, did find that Prozac, like the older antidepressant, was better than placebo on "most variables," according to the FDA. This was the only positive study among the six for Prozac. The older antidepressant, however, seemed more effective than Prozac, showing improvement on all variables (p. 30). Only 22 patients finished on Prozac. As another important confounding factor, about one-third of the patients received other psychiatric medications—minor tranquilizers and sedatives—in addition to Prozac. There is no way to tell if the results would have been positive if the patients had taken Prozac by itself. 

 

In addition to these individual problems with the studies in Protocol 27 that we have mentioned, all of the protocols came under severe criticism. The FDA's November 13, 1984, "In-House Meeting on Fluoxetine" brought together the leading agency officials concerned with monitoring the Prozac application process, including the division head, Paul Leber. The minutes of the meeting, written by Tony De Cicco, stated, "This Agency has discovered a flaw in the experimental design and execution of the Fluoxetine studies." The flaw was located in "the main efficacy trials," seemingly indicating all the studies we will be examining in this chapter. 

According to De Cicco's minutes, patients who were not doing well after the second week of the efficacy studies had the double-blind broken and, if found to be taking placebo or Tofranil, were then switched to Prozac. The blind was then broken at six weeks in patients doing well, in order to continue them on their assigned medication after the study. 

The manipulations caused two extreme compromises of all the studies. First, as indicated in the analysis of the Cohn study, the efficacy of Prozac at six weeks ended up being compared to the efficacy of placebo at two weeks—a very "biased" analysis. Second, with the blind broken, investigator bias could compromise the results. 

In addition, the "In-House Meeting on Fluoxetine" found that very large dropout rates were impairing the analysis of data. The minutes were especially critical of the seemingly positive results of the Cohn study, but the criticism also applied to all the individual studies in all the main efficacy protocols. 

The problems found in these efficacy studies should have invalidated them. But Lilly was allowed to present its data for approval by the FDA. 

Despite the bias in favor of Prozac built into the studies by Lilly, at the conclusion of Protocol 27 the picture looked very grim for the drug. But Lilly did not give up. It reshuffled the data, first by removing some but not all of Cohn's embarrassing data. Then Lilly excluded all patients who had received other psychiatric medications along with Prozac. Finally, it pooled the pruned data from the remaining five studies into one batch for statistical analysis, treating them as if they belonged to one study. This increased the total number of subjects for analysis, making it easier to demonstrate statistical significance for relatively minor improvements in the Prozac patients. 

According to the FDA's March 28, 1985, efficacy review, the results of this strained effort to pool the data were not convincing: "Imipramine was clearly more effective than placebo, whereas fluoxetine was less consistently better than placebo." The FDA concluded, "This study is supportive but not strongly positive in demonstrating fluoxetine's role in the treatment of depression" (p. 49). Basically, Prozac had been shown, once again, to be a bust. 

Undaunted, Lilly reworked the numbers one more time and resubmitted the new calculations to the FDA, now excluding all of the Cohn data as invalid, and again pooling the other five sites. Discarding the Cohn study eliminated 25 percent of the total protocol patients who completed the six-week trials and should have rendered the pooling process invalid; but the FDA accepted it. At the FDA's request, Lilly also reincluded all the patients who had been given additional psychiatric drugs during their Prozac trials. And at last, pay dirt. Lilly managed to come up with a positive result for the pooled studies on four of several measurements of improvement. Based entirely on the reworked figures, and ignoring the multiple flaws and the failure of all but one of the individual studies to demonstrate efficacy, the FDA concluded: "The revised pooling of Protocol 27 can be said to contribute to the judgment of substantial evidence of efficacy" (p. 50-A). 

Pooling data from separate negative studies in order to get a positive overall result is open to criticism. In fact, the FDA's own regulations on advertising specifically reject the use of such manipulations. The regulations state that drug company ads should not "use statistics based on pooled data from inconclusive studies." 8 These particular pooled studies were worse than "inconclusive"; all but one were outright negative. 

Pooling negative studies is questionable enough. Dropping one of the studies in the process, eliminating 25 percent of the Prozac patients who completed the trials, is wholly unacceptable. 

Notice the extremes to which Lilly and the FDA had to go to make the numbers work. Notice how much this has to do with statistical juggling and how little with real people. There's no indication that any person actually recovered from major depression, because that wasn't even addressed. Instead, they were tested for relative degrees of improvement compared to the placebo patients as measured on symptom checklists. Although patients had to meet the DSM-III-R criteria for major depression in order to be admitted into the study, the patients were not reinterviewed at the conclusion to see if they had recovered and no longer warranted the diagnosis. 

There is evidence that the patients themselves did not feel dramatically improved on Prozac. Of the two rating scales that allowed the patients to record their own impression of the drug, one showed no difference between Prozac and placebo, and one showed some efficacy for the drug. 

Could the clinicians have been influenced in their positive judgments of Prozac even though they were not supposed to know which patients were getting the drug? Yes. Prozac patients, as we shall see, have characteristic side effects — such as insomnia, nightmares, anxiety and nervousness, upset stomach, and weight loss—that could have allowed the rating physicians to guess who was on what drug. In particular, the other drug in the study, Tofranil (imipramine), is very sedating, while Prozac is activating. Consciously or unconsciously, accurately guessing who was on the drug could have influenced the ratings by the doctors. 

Earlier we pointed out that studies that fail are forgiven. There's another way this forgiveness takes place within each and every study. Overall in Protocol 27, only slightly more than one-half of the Prozac patients managed to stay on the drug for the whole six weeks. The others dropped out, usually because of adverse drug effects and lack of efficacy. How is it possible to claim, as many psychiatrists have, that 70 to 80 percent of patients benefit from Prozac, when as much as 50 percent of the patients do not even continue taking the drug for a brief six-week trial? 

The high dropout rate in these six-week-long studies in part answers a frequently asked question, "Why are the drug studies so short?" In the case of Prozac, if the studies had been even a week or two longer, the trend indicates that the vast majority of the Prozac patients would have dropped out, underscoring the failure of the drug as a therapeutic agent. 

In summary, in a multisite protocol in which only one of six studies turned out positive for Prozac, pooled data were shuffled and reshuffled, with much of it eliminated, in order to reach statistical significance on a few measures. These machinations were essentially flawed from the start by conditions such as the placebo washout, the extremely short length of the trials, the very small numbers of Prozac patients who completed the trials, the use of superficial symptom checklists to determine efficacy, the exclusion of suicidal or hospitalized patients, the inclusion of patients on multiple psychiatric drugs, and the better performance of the older antidepressant. 

Interestingly, Lilly employees Paul Stark, Ph.D., and C. David Hardison, Ph.D., published the results of the pooled data from the five studies without mentioning the fact that the individual studies failed to show efficacy for Prozac, without mentioning the various FDA criticisms, and without giving the impression that Prozac's performance was at best weak. Unlike the FDA analysis and conclusion, which shows Tofranil to be superior to Prozac, the Lilly version claims Prozac to be as effective as ("comparable to") Tofranil. 

 

PROTOCOL 19: MORE DOUBTS

 

Another of the three key positive Prozac protocols, Protocol 19, was conducted by Louis Fabre, Jr., a Houston, Texas, psychiatrist who frequently does FDA research on behalf of drug companies. According to the FDA's March 28, 1985, review, the placebo washout was again employed, and "serious suicidal risk" was an excluding factor (p. 52). Fabre compared Prozac and placebo. Only 47 patients were entered into the study, 10 were then dropped because they couldn't be properly evaluated, and ultimately only 25 finished the trials. Of these completers, only 11 had been given Prozac (p. 58). 

With this slim number of patients completing the protocol, obtaining a positive result involved considerable statistical maneuvering. For example, an additional five Prozac and seven placebo patients were counted in the statistical analysis for efficacy, even though they never finished the trial (p. 58). 

The trial, as planned, was only five weeks in duration. But according to De Cicco's critical analysis from the in-house FDA meeting, "Fabre has a 4-week trial at the most." 

Considering all this, the study should have been discarded as worthless, yet it became one of the cornerstones for approving Prozac. 

How did the Prozac patients in the Fabre protocol rate their own response to the drug? They rated themselves no better than the placebo patients rated themselves. In other words, Prozac was no better than placebo from the patients' viewpoint. These negative results occurred despite the placebo washout, which tends to put placebo at a disadvantage compared to the drug. The same critique of the double-blind—that the doctors probably could tell the drug patients from the placebo patients — applies to this and all the FDA Prozac studies. 

Meanwhile, is there any reason to question Fabre's integrity? While no legal actions have been brought against him in regard to his studies on Prozac for Eli Lilly, Fabre has recently been accused in a civil suit of gross misconduct in regard to testing Halcion for the Upjohn Company. 9 He is charged, along with Upjohn, with participation in a "conspiracy, first to market Halcion and keep Halcion ... on the market." In regard to studies he conducted for Upjohn from 1973 to 1975, he is accused of the following: 

 

All of the studies done by Dr. Fabre at the Portland Clinic were falsified. The studies were not "double blind," as they should have been; the drugs were decoded, and both the patient and the investigator knew what drugs the patients were taking. 

 

The "Petition and Jury Demand" of the suit, dated December 22, 1993, also charges Fabre with running more than one study at a time on individual patients, so that they were taking multiple drugs, making it impossible "to determine which side effects were a result of which drugs." It also accuses him of having patients participate in one study after another without the required waiting period between medications. 

Dr. Fabre and Upjohn have denied all allegations.

 

PROTOCOL 62: "SERIOUSLY FLAWED"

 

According to the FDA's October 3, 1988, "Summary Basis of Approval," Protocol 62 was considered to be the weakest of the three positive protocols. It was also the largest, initially involving 900 patients at ten centers,19 although a variety of factors pared the numbers down considerably. The study consisted of two distinct parts, one testing the drug on "mildly" depressed patients and the other "moderately" depressed patients. The following analysis is taken from the Food and Drug Administration "Review and Evaluation of Clinical Data: Amendment," dated December 30, 1985. 

On various measurements, including the patients' ratings of themselves, the slightly larger group diagnosed as mildly depressed showed no improvement on Prozac—an observation that becomes more interesting in light of currently publicized claims that Prozac is especially helpful to mildly depressed people. The moderately depressed group included only 171 Prozac patients who actually completed the six-week trial. The moderately depressed patients did show some improvement, including on their subjective rating of themselves. 10 There were no seriously depressed patients in the protocol. 

In Protocol 62, the dropout rates were high in all dose ranges: over 35 percent at 20 mgs., over 40 percent at 40 mgs., and over 50 percent at 60 mgs. The most common reason for dropping out was adverse side effects and the second was lack of effectiveness. The most frequent side effects were nervousness, anxiety, insomnia, nausea, anorexia, and diarrhea, each of which occurred in more than 15 percent of patients. Even at the lowest dose, more than 70 percent of the patients experienced at least one side effect, and at the highest dose, 90 percent endured one or more. 

The FDA is very critical of this protocol. It was unable to identify a specific "time period when the results became significant." There were no significant differences between the drug and the placebo before the fourth week. According to the December 30, 1985, FDA evaluation, this study was so "seriously flawed" in design that interpretation was difficult (pp. 12 and 13). The concluding line of the FDA's amended analysis states, "It is not possible to arrive at a single, unequivocal interpretation of the results." 11 Keep in mind that this protocol, like the others, used the placebo-washout strategy that skews the results in favor of the drug, and that this protocol was one of the three most positive in a much larger field of negative protocols. 

As already noted in regard to Protocol 27, both Feighner and Cohn were seriously criticized by the FDA on various grounds. Both were principal investigators in Protocol 62. Fabre, whose legal situation we discussed in regard to Protocol 19, was also a principal investigator in Protocol 62. 

 

FIEVE PRESENTS A DIFFERENT VIEW OF PROTOCOL 62

 

One of Lilly's hand-picked principal investigators in the ten-site Protocol 62 was psychiatrist Ronald R. Fieve, a professor at Columbia University and chief of psychiatric research at the New York State Psychiatric Institute. Fieve is the author of the 1994 mass-market book Prozac: Questions and Answers for Patients, Family, and Physicians. 

In the preface to his book, Fieve describes how eager he was to participate as one of Eli Lilly's principal investigators and he tells the reader that the protocol did obtain the anticipated positive result for Prozac. But his analysis of Protocol 62 bears little resemblance to the facts on several critical points: 

Fieve says that the protocol included a comparison antidepressant, Tofranil, but it did not.12 

Fieve states that the "pooled data" showed that Prozac worked better than placebo. As noted, there were two studies, and the pooled data for the mildly depressed patients showed no efficacy. A positive effect was barely measured only for the moderately depressed patients, a factor Fieve does not share with the reader. And, of course, there were no seriously depressed patients in the study, another fact Fieve does not share with the reader. 

Fieve states that "Prozac patients experienced a startling absence of side effects compared to imipramine patients." Not only were there no imipramine patients for comparison, adverse side effects afflicted the vast majority of Prozac patients and helped to cause a very substantial drop-out rate. 

Fieve says that Prozac was proven as effective as the older antidepressant, Tofranil, when the latter wasn't even included.

Elsewhere in his book, without citing the FDA studies, Fieve states "approximately 65% to 70% of depressed patients who take their Prozac are fully relieved within two to six weeks... ." But he couldn't have concluded this from Protocol 62 or from any other Lilly-sponsored FDA study of Prozac. The high drop-out rates in all those research projects make it impossible to conclude that 65 to 70 percent of the patients were improved. At least one-third of the patients usually failed to finish the trials and drop-out rates sometimes reach 50 percent. Besides, the vast majority of protocols and individual studies showed no positive effect from Prozac. 

In a telephone interview on April 6, 1994, I asked Fieve to clarify the discrepancies. Initially, Fieve thought he recalled an antidepressant control group in his Lilly-sponsored FDA study; but after taking a moment to check with his assistant, he acknowledged that his memory had been inaccurate. He thanked me and said that he would fix the error in the next edition of his book. 

In the interview, Fieve repeated that other FDA studies did prove Prozac to be as effective as the older antidepressants, and was surprised when I assured him that in fact Prozac consistently proved less effective according to the FDA. Fieve's misperception about this is understandable, since Lilly's (as opposed to the FDA's) published version of Protocol 27, as we have already noted, claimed that the drugs did show comparable efficacy. Almost no one reads the FDA's analysis, which must be obtained through the Freedom of Information Act. 

When I reminded Fieve, he acknowledged that his Lilly-sponsored Prozac study showed no positive effect on more than half the patients in his study—those diagnosed as mildly depressed—and that the FDA found the whole study very flawed. 

I asked Fieve how he could write in his book that up to 70 percent of patients will improve on Prozac when the FDA studies showed that up to 50 percent were likely to drop out due to adverse effects and lack of efficacy. The numbers were contradictory. 

Fieve explained that the 70 percent improvement rate cited in his book was based on his personal impressions from his extensive clinical practice in which he gives Prozac and other SSRIs to most of his depressed patients. When pressed, he said that the 70 percent estimate did not include the one-third of his Prozac patients who dropped out, mainly due to adverse side effects. He explained that the 70 percent improvement rate was based on those patients who remain on the drug, not on all the patients who start taking the drug. But simple math shows that's an improvement rate of only 47 percent13—less than placebo in many studies.20

 

PROZAC PLUS?

 

In chapter 4, we shall find that stimulant effects—including insomnia, nightmares, agitation, anxiety, and nervousness—are very commonly caused by SSRIs, especially Prozac. To counteract these adverse effects, clinicians frequently prescribe an additional drug along with Prozac. These include sleeping pills, such as chloral hydrate, or benzodiazepines (minor tranquilizers), such as Klonopin, Dalmane, or Xanax. Sometimes the sedative is prescribed with the first dose of the SSRI, sometimes it is prescribed only after stimulant symptoms, such as insomnia or agitation, begin to appear. Either way, the patient is exposed not only to the hazards of SSRIs but to those of sleeping pills and minor tranquilizers, which include addiction, withdrawal, and mental dysfunction. 

In setting up and carrying out its protocols, Lilly seemed to recognize that some Prozac patients would also need to be put on sedatives or tranquilizers. According to the FDA's March 28, 1985, report, Protocol 27 states that patients will be excluded from the study if they take psychotropic drugs "other than benzodiazepines or chloral hydrate" (p. 5). Under "concomitant medications," the protocol seems to set a more narrow spectrum of permissible sedatives, stating that the only allowable medications were choral hydrate or flurazepam (Dalmane) for sleep. 

In Protocol 19, patients were supposed to be excluded if they took any other psychoactive drugs (p. 52). However, there is a seeming contradiction, because under concomitant medications, it is stated that "According to the protocol, the only allowable concomitant medication was chloral hydrate for sleep and ben-zodiazepines (not further specified) for agitation" (p. 54). 

In Protocol 62, as described in the FDA's December 30, 1985, report, patients were supposed to be excluded if they took any additional drug except chloral hydrate. However, in "actual practice" patients were not excluded if they took benzodiazepines(p. 2). 

It is obviously important to know how many of the patients taking Prozac in the FDA trials were in fact taking Prozac plus a sedative, yet the numbers involved are not reported in Protocols 19, 27, or 62. However, during one of the attempts to pool the data for Protocol 27, Lilly decided to exclude all patients who took other drugs. According to the FDA's March 28, 1985, report, it turned out that patients were taking a wide variety of sedative drugs, including sedative tricyclic antidepressants, phenobarbital, and benzodiazepines (p. 48). Not counting the Cohn study, which had been dropped, 25 percent (135 of 540) of the enrolled patients were taking an additional drug. 

Of critical importance is that when patients taking sedative drugs were removed from the pooled data, Prozac failed to show significant efficacy. Prozac proved efficacious only when patients taking the additional sedative drugs were reincluded in the pool (p. 50-A). 

The inclusion of sedative drugs in Lilly's approval studies completely distorts them. In effect, the FDA ended up approving Prozac in combination with sedatives. 

 

PROZAC'S TESTS SHOW IT TO BE ANYTHING BUT A MIRACLE CURE

 

To sum up, the three protocols we have examined were the only ones that the FDA judged valid enough to use for demonstrating efficacy. A large number of other studies were even more scientifically questionable or showed Prozac to be ineffective. These three badly flawed efforts, with many patients suffering adverse reactions, are the basis for the FDA allowing Prozac to be given to millions of Americans. A lot of fancy numbers-crunching was required to make Prozac look any better than a lowly sugar pill. In addition, several of the investigators were severely criticized by the FDA for their practices, including failure to observe protocol rules. 

It bears repeating: These three protocols—with only 286 Prozac patients finishing the four- to six-week studies—were the best that Eli Lilly and the FDA could come up with to prove the value of Prozac. 

We believe the FDA, based on its analyses, should not have approved Prozac. All in all, this is anything but an encouraging outcome for the drug—hardly the stuff national crazes are made of. We will have to keep looking for the real underlying causes of Prozac's enthusiastic endorsement by so many patients. 

 

Is There Any Such Drug as an Antidepressant

 

Recently the whole idea of an antidepressant drug has been challenged. If you believe, as we do, that depression is a form of psychological suffering based on hopelessness and despair, it would seem unlikely that drugging the brain could substantially help. On the other hand, any drug, including a sugar pill, might help by providing hope and encouragement, especially if the doctor offers it with authority and enthusiasm, and even more especially if the media are pushing it as well. 

These observations have been recently confirmed in a series of new studies by psychologists Roger Greenberg, Ph.D., and Seymour Fisher, Ph.D. Both Greenberg and Fisher are professors at the Department of Psychiatry and Behavioral Sciences of the State University of New York Health Sciences Center in Syracuse. 14 In 1992 a team led by Greenberg performed a statistical meta-analysis of 22 independent double-blind studies of three relatively new antidepressant drugs—Asendin (amoxapine), Ludiomil (maprotiline), and Desyrel (trazodone). Each study included both a placebo group and a comparison to an older drug. 

According to self-ratings by the patients in these studies, the newer and older antidepressants were no better than placebo. In the words of Greenberg and his research team, "Thus, patient ratings of outcome for both standard and new antidepressant medication showed virtually no benefit beyond that obtained from placebo.”21

While clinician ratings of patient improvement were a little more positive, Greenberg's research casts serious doubt on these evaluations. Studies show that clinicians are often able to guess who is receiving the drug and who is getting the sugar pill. Patients can also be influenced by side effects that inform them whether or not they are ingesting an active substance. They naturally feel more improved by an agent that has solid side effects. 

To make a fair comparison between a drug and a placebo, the sugar pill needs a little punch of its own, something to make the patient think a real treatment is taking place. When patients are given active or enhanced placebos—drugs, such as atropine, that have side effects but no antidepressant effect—the patients improve as much as if they were on so-called antidepressants. In a 1993 report, Fisher and Greenberg concluded that it's time to view with skepticism any study in which the placebo does not have significant side effects.22

In discussing the study, Greenberg told Bruce Bower of Science News that an unpublished meta-analysis by himself and Fisher showed Prozac to be no better than any of the other antidepressant drugs, all of which had doubtful efficacy. 

Despite the current enthusiasm for Prozac, the FDA studies underscored the drug's lack of effectiveness, and recent analyses of literature indicate that antidepressants in general are no better than placebo. But placebo, as Fisher and Greenberg reconfirmed, is very powerful. The lowly sugar pill —utterly free of brain-disabling and life-threatening adverse effects —improves a large portion of depressed patients.23 It may be the true miracle. 

If Prozac isn't very effective, is it at least relatively safe? That was the hope within psychiatry when Prozac gained FDA approval. If it wasn't anything special therapeutically, it might have fewer or less serious side effects than other antidepressants. In the next three chapters, we turn to adverse reactions caused by Prozac, a subject of ultimately greater concern to consumers than Prozac's ineffectiveness as an antidepressant. 

 


 

Four

The  Real Story Behind Prozac's Side Effects

 

Tammy calls herself a down-home girl, reared on a farm near a small midwestern town of fewer than 200 souls. She's chunky and brashly dressed in red stretch pants and a colorful patchwork shirt borrowed from her aunt. She's a green-eyed blonde, open, direct, and no-nonsense. At age twenty-two, she's already the mother of three children. 

The birth of Tammy's third child, plus a bad virus that she couldn't shake, left her feeling exhausted and overwhelmed. She couldn't get out of bed and didn't want to be bothered with the kids. Disparaging herself in retrospect, she explains, "I was feeling sorry for myself." The family was also going through hard times, she says. "We were dirt poor." 

After a few weeks, Tammy's general practitioner decided Prozac might be the best thing for her, and "to give me a jump start," he prescribed two capsules a day. For a few days, she felt great, but within a few more, she began to change. "I couldn't sleep. Monsters came into my head, trying to tell me that I just didn't want to live." Then she explains with genuine humiliation and grief. "I wanted to kill my kids. I decided I couldn't kill myself and leave them behind, so it was easier and better to kill them, too. It makes me feel sick to say it, Dr. Breggin. My husband had guns. It probably would have been with a gun." 

Nighttime became nightmare time for Tammy. "I didn't want to go to bed because every night I wondered if that would be the one when the monsters really took over. During the day, I'd eat to bury everything and during the night it would happen all over again." 

Tammy had never been depressed before, never suicidal: "I'm totally against suicide. I don't personally believe in it. If you're going to take your own life, you're thinking of no one but yourself. It's very selfish." It was also the only time she'd had murderous feelings toward her children. 

While taking Prozac, Tammy had no idea it was doing anything to her mind. She thought her awful feelings were part of being depressed. And although the contradiction didn't make any sense, at the same time she thought she was doing great-better than ever. She invested $500—a small fortune by her family's standards—in a "get-rich-quick" scheme to sell a diet plan, and ultimately lost all her investment. 

"I lost all my friends," she explained. "I didn't want any. Hey, I was indispensable. How can anybody survive without me? Felt like I didn't need anybody. People just pissed me off really easy and I didn't want them around." 

Tammy started eating and smoking obsessively. Now, several years later, she has not returned to her normal weight.

Although she never told anyone about her nightmarish feelings, Tammy's mother, father, and husband saw changes in her. "My friends and family knew I was getting weird. They said I was moody, snippy, and real full of myself, arrogant." But she didn't listen. She would clam up, get angry, and storm out. 

Because it was too expensive for her, Tammy stopped taking Prozac after three months and gradually over the next few months she began to "snap out of it." Then she started feeling guilty about having wanted to hurt herself and her three children, and she still reproaches herself about it. Otherwise she is back to her "old perky, high-energy me." 

Still not realizing she'd undergone a Prozac reaction, a year later Tammy read an article about another woman's experience on the drug, and "it sounded just like me." The woman in the story had been plotting to commit suicide and also had become obsessive and compulsive. 

A pattern emerges from one story after another. Often it begins with people feeling better—sometimes better than ever. Then other things begin to happen—violent or suicidal feelings that seem alien but compelling, obsessions and compulsions, impulsive and often grandiose behaviors, and especially a lack of empathy for oneself and others —a human disconnection. 

"Have they put a warning on the bottle about it yet?" Tammy asked me, and I had to answer, "No."

"How come?" she asked in dismay.

 

How a Drug's Label Is Created

 

Most people tend to "believe in" or trust the list of drug side effects found in a medical source book or in the package insert that comes along with the bottle. The average person has little idea that the creation of that list of adverse drug reactions has much to do with the politics of what I call the psycho-pharmaceutical complex, and often very little to do with the health and safety of the consumer. 

The FDA's powers derive from its mandate to supervise the labeling of drugs. In order to be marketed in the United States, a new drug must have an FDA-approved label concerning safety and efficacy. The label must appear in its entirety in the Physicians' Desk Reference and in the insert that goes along with bottles of the medication. In a modified form that emphasizes adverse effects and other dangers, it must appear as well with all forms of advertising, typically on the back side of the gaudy ads that appear in journals and consumer publications. 

As we discussed in chapter 3, to obtain an approved label, the drug company—called the sponsor—must undertake and report a series of studies, culminating in scientifically controlled comparisons of the new drug to established drugs and to placebo, or "sugar pill." The scientifically controlled studies, called Phase III, are usually only four to six weeks in duration. 

The drug company also presents anecdotal data from lengthier, uncontrolled studies, as well as from individual clinical reports. These less scientifically refined data continue to flow in after the drug has been marketed. 

As already described in chapter 3, the FDA has no money to finance research carried on during any part of the approval process. The projects are formulated by the manufacturer (Eli Lilly in the case of Prozac) and carried out by doctors of their own choosing, usually physicians with whom the drug company has long-standing professional and financial relationships, and friendly rapport. For the most part, the premarketing studies used for evaluating adverse drug effects are the same ones used for demonstrating efficacy. 

Naturally, any profit-making corporation is likely to do everything it can to maximize the possibility that its tests will turn out positive for their drug. After all, millions and perhaps billions of dollars are at stake. Any company would, of course, select physicians and researchers who seem likely to look favorably upon the company's interests. The company will construct the studies so that they are likely to make the drug look good. That's probably why Lilly carried out very few studies on hospitalized patients and excluded any patients with marked suicidal tendencies. The company knew that once the drug came out, physicians would act as if it were a proven treatment for the most difficult patients. 

 

The Real Frequency of Adverse Reactions Is Much Higher Than Indicated

 

As we survey the reported rates of side effects, largely derived from Lilly's premarketing studies for the FDA, keep in mind that most of these patients were treated with the relatively low starting dose of 20 mgs. per day and for a very short period of time, rarely exceeding six weeks. Undoubtedly, the rate and severity of side effects—from rashes to mania—would be much greater if the patients were subjected to more typical treatment conditions, including much lengthier periods of exposure to the drugs, the taking of multiple drugs at the same time, and less frequent contacts with the doctor. The patients in the study also were physically healthy, whereas, in the real world, patients often receive antidepressants while suffering from and being treated for many different physical disorders.

A side effect is likely to be noticed relatively quickly in a drug study, compared to routine clinical practice, and drug treatment will be stopped before really serious problems develop. But when a patient doesn't see the doctor for weeks or months at a time, as too frequently happens in the real world, seemingly minor side effects can mushroom into serious problems. 

During drug-testing trials, it is relatively uncommon to use combinations of several drugs, yet this is commonplace in clinical practice. When drugs have been prescribed along with Prozac, or along with any psychoactive medication, the odds of unexpected complications or side effects vastly increase. Again, the premarket testing procedures cannot adequately detect dangers that will be associated with the routine clinical use of the drug, and, as we shall see, this has already proven so with Prozac. 

The relatively short duration of the controlled studies—four to six weeks—almost guarantees that even very serious adverse effects will be undetected before marketing if they take months or years to develop. Consider the negative effects of smoking tobacco or drinking alcohol. If these drugs were tested like Prozac in moderate doses for only a few weeks on a few thousand people, almost none of the more serious side effects would show up. Lung cancer, emphysema, gastrointestinal disorders, and circulatory diseases, to name but a few of tobacco's adverse effects, typically don't show until after years of smoking. While the intoxicating effects of relatively large doses of alcohol are quickly apparent, brain and liver disease, among other disorders, may not show up for decades. 

According to Lilly's account in the Physicians' Desk Reference, the pooled data for adverse reactions from all the premarketing studies in the case of Prozac involved approximately 4,000 patients. But this is not a sufficiently large number to screen for relatively uncommon dangerous drug reactions. A fatal reaction that occurs on the average only once in every 4,000 Prozac patients, for example, might not turn up at all. If it did occur once or twice, it could easily be dismissed as being unrelated to the drug. Yet that adverse reaction could end up causing the deaths of 1,000 among the first 4 million patients treated with the drug. 

Equally important, pooled data does not adequately detect adverse reactions. If, for example, a dozen fatal drug reactions are sprinkled among the 4,000 drug-treated patients in the clinical trials, these disasters might be missed as well. Only a few of the individual research studies would encounter even one of these deaths. Those studies that did experience a fatality would be unaware of the overall pattern and might easily fail to attribute the single case to a drug reaction. This may have contributed to what happened in a controversial, ill-fated Lilly study of an anti-hepatitis pill where, in the early stages of testing, several drug-related deaths were mistakenly attributed to other causes and not even reported to the FDA. 1 

Perhaps most important, if the disastrous effect takes a few months or years to develop, it will not show up in the four- to six-week studies, and is likely to be overlooked during the testing. And in the case of Prozac, on top of that, a large percentage of the 4,000 patients who received the drug in the clinical trials dropped out early in the research studies. 

As a result of the limitations built into the premarketing studies, many serious adverse drug reactions do not show up until after a drug has been marketed. In April 1990, the United States General Accounting Office (GAO), a congressional watchdog agency, reviewed all drugs approved by the FDA between 1976 and 1985. It found that 102 of 198 approved drugs turned out to have "serious postapproval risks"—"adverse reactions that could lead to hospitalization, increases in the length of hospitalization, severe or permanent disability, or death." 

The rate was even higher for psychiatric drugs: Nine of fifteen recently approved medications developed serious postapproval risks, including one that had to be withdrawn from the market. Four relatively new antidepressants—Asendin (amoxa-pine), Wellbutrin (buproprion), Ludiomil (maprotiline), and De-syrel (trazodone)—were among those requiring major label changes. A fifth antidepressant, Merital (nomifensine), was withdrawn from the market after it was found to cause potentially fatal immune system disorders. The minor tranquilizer Xanax (alprazolam), sometimes used as an antidepressant, had paradoxical rage reactions added to its label. For reasons that are not clear, antidepressants seem to have the highest probability of slipping through the FDA screening process with undetected serious and even life-threatening adverse effects. 

In all categories, the GAO found that six drugs were no longer approved and the remainder had changes in labeling. The GAO also noted that it can take several years for the FDA to act upon risks that are identified in the postapproval period. 

When we examine the evaluation of Prozac-related violence and suicide, we will take a much closer look at the entire process whereby adverse reaction reports are gathered once drug marketing has begun. 

 

What Prozac's Label Won't Tell You

 

The FDA's supervisory function over the pharmaceutical industry is exercised largely through its control over the label that becomes attached to an approved drug. According to FDA regulations, the label must contain the following sections: description, clinical pharmacology, indications and usage, contraindications, warnings, precautions, adverse reactions, drug abuse and dependence, overdosage, dosage and administration, and how supplied. Each of those categories has potential relevance to hazards and adverse drug reactions. As the data is collected during the premarketing evaluation of a drug, the FDA works out a label with representatives of the drug company. It is a give-and-take process.24

 

PROZAC ACTS LIKE A STIMULANT

 

After all the data had been collected during Prozac's approval process, FDA psychiatrist Richard Kapit wrote the official "Safety Review" of adverse reactions or side effects. Drawing on the Lilly-sponsored studies and more general sources of information, Kapit made the definitive evaluation of the type, frequency, and severity of negative drug effects. Kapit's bosses at the FDA, especially psychiatrist Paul Leber, head of the department that evaluates psycho-pharmaceuticals, would have the final say, but Kapit was the expert analyst who put it all together and made the formal analysis. Fortunately, Kapit's report was made available to us through the Freedom of Information Act. 

In the abstract on the first page of his final report, Kapit stated "most frequently this new drug caused nausea, insomnia, and nervousness, which resembles the profile of a stimulant rather than a sedative drug." He thought this stimulant profile would "give rise to the greatest clinical liabilities in the use of this medication," including "insomnia, nervousness, anorexia, and weight loss." 

There is additional support in Kapit's report for viewing Prozac as a stimulant. The Lilly data confirms additional stimulant-type side effects: "agitation, irritability, excitement," nightmares, sweating, dry mouth, abnormal sensations, abnormal bodily movements, and palpitations. In addition, a small percentage of patients suffered psychotic reactions, usually hypo-mania or mania, a reaction consistent with central nervous system overstimulation.25 And finally, overdoses of Prozac were found to produce brain stimulation, including seizures, "hypo-mania, agitation, restlessness, and other signs of CNS [central nervous system] excitation." 2 Later in his report, Kapit repeated his observations, stating that Prozac's "profile of adverse effects more closely resembles that of a stimulant drug than one that causes sedation and gain of weight." 

The FDA psychiatrist was also concerned that some of Prozac's stimulant properties might contribute to a worsening of depression. He warned that, "Since depressed patients frequently suffer from insomnia, nervousness, anorexia, and weight loss, it is possible that fluoxetine treatment might, at least temporarily, make their illness worse." At the conclusion of his review, Kapit repeated the warning that Prozac might, in some cases, worsen depression. 

What did the FDA do regarding their reviewer's warnings about the dangers of the stimulant profile and the associated risk of worsening depression? They expunged Kapit's conclusions from the drug's label. Nowhere in the basic information that must appear in the Physicians' Desk Reference and in all advertising is Eli Lilly required to indicate that Prozac is a stimulant drug or that it can cause or worsen depression. 

Why did the FDA decide to edit out the most significant and often-repeated observations and warnings of its own official reviewer? When I interviewed Kapit in 1991, he could not or would not tell me. But as we proceed through this book, the reader will hear more evidence about how avidly the FDA supports the drug industry and its needs at the expense of the public and the consumer. 

After the FDA approved Prozac in December 1987, it continued to negotiate with Eli Lilly concerning its label, and on March 4, 1988, Kapit wrote a memorandum concerning proposed last-minute revisions for the Prozac label. 3 It drew upon Lilly's data base for the 5,620 U.S. patients treated with Prozac as of July 31, 1987.26 Kapit stated that Lilly's estimates of frequencies for side effects in general were unsuitable for inclusion in the revision "since the method used by the company to derive these numbers was inappropriate," but his memo doesn't describe the specific problems with Lilly's approach. 

Kapit also continued to call for some attention to stimulant effects in the official label. For example, he requested that Lilly include a table that would organize stimulant symptoms in a comprehensible fashion. His efforts were to no avail, apparently overridden by his superiors. 

In "Conclusions and Recommendations," Kapit warned:

 

To this reviewer's eyes, the tables proposed by Lilly will be too large and will contain too much extraneous information and noise. Many of the ADR [adverse drug reaction] columns are not relevant. It is almost a fact of physics that the more noise in a signal, the more difficult it will be to extract information from it.27

 

The noise in the chart, as Kapit worried, is enormously distracting. Why, for example, list symptoms unrelated to the drug effect, such as "nasal congestion," which appeared almost equally in the Prozac and control patients? Why list "cough" or "chest pain" when it's no more frequent than in placebo? As Kapit said, if you put enough extraneous material in a chart, people cannot grasp the significance of what is there. In this case, the significance includes Prozac's stimulant profile. 

Kapit's memo discussed the possibility of introducing two specialized tables, one of which would summarize the stimulant effects of Prozac. Kapit concluded by stating that he would discuss his recommendations with his boss, Paul Leber. 

What can we presume was the outcome of his discussions with Leber, whose name will appear again when we examine the highly biased FDA hearings on violence and suicide from Prozac? Kapit's suggestions never came to fruition and the Prozac label, as found in the package insert and the Physicians' Desk Reference, contains a huge table with dozens of side effects organized by systems of the body, providing no hint of a coherent pattern of stimulant effects. 

 

Confirming the Stimulant Syndrome from the PDR Table of Adverse Drug Effects

 

The PDR table28 of Prozac's side effects organizes them according to systems of the body, starting in order with the nervous system, the digestive system, and the skin. Nearly all of the symptoms reported in these three organ systems fit into the stimulant syndrome. 

The following "Nervous System Symptoms" associated with Prozac, listed in the table, are indistinguishable from those associated with amphetamine or cocaine: 4 

 

headache (20.3 percent)

nervousness (14.9 percent)

insomnia (13.8 percent)

anxiety (9.4 percent)

tremor (7.9 percent)

 

As less-frequent nervous system side effects, the table also lists dizziness, light-headedness, and decreased concentration, all of which can also be caused by stimulant drugs. Under nervous system effects, the table also lists drowsiness (11.6 percent), fatigue (4.2 percent), and sedation (1.9 percent). While these are the opposite of a stimulant syndrome, they also occur in patients taking drugs such as amphetamines and cocaine. They result from the brain's attempt to react against the stimulation. 

The PDR list of drug-induced digestive symptoms is imposing29 and is also wholly consistent with stimulant drugs, such as amphetamines and cocaine: 

 

nausea (21.1 percent)

diarrhea (12.3 percent)

mouth dryness (9.5 percent)

anorexia (8.7 percent)

dyspepsia (6.4 percent)

abdominal pain (3.4 percent)

vomiting (2.4 percent)

 

Under "Skin and Appendages," the table also lists "excessive sweating (8.4 percent)," another common finding with stimulant drugs. 

If we examine every symptom in the table that appears substantially more often with Prozac than with placebo, every one of them is a stimulant-profile side effect.30 But the physician scanning the table is not likely to draw this information from it. 

The most direct suggestion of a stimulant syndrome is found in the text of the label under the "Precautions" section. "Anxiety, nervousness, and insomnia"—all stimulant reactions—are reported as occurring in 10 to 15 percent of patients, leading 5 percent to discontinue the drug. 

Important information that might have underscored the stimulant syndrome does not appear in the PDR table but is buried elsewhere in the label. For example, agitation and nightmares are missing from the table, yet in the "Adverse Reactions" section of the label, under "Nervous System," abnormal dreams and agitation are listed as frequent.31

Also missing from the table, but found in the "Precautions" section, is the observation that mania and hypomania, typical stimulant reactions, occurred in approximately 1 percent of patients. 

Similarly, the classic stimulant side effect of weight loss is absent from the table; but under "Precautions," the label states, "Significant weight loss, especially in underweight depressed patients, may be an undesirable result of treatment with Prozac." Thirteen percent of Prozac-treated patients lost weight in excess of 5 percent of their body weight. 

A list of all the stimulant symptoms mentioned in various parts of the label should have been put into one table. It would have looked like this: 

 

THE PROZAC STIMULANT PROFILE

 

I. Psychiatric and Neurological

headache (20.3 percent)

nervousness (14.9 percent)

insomnia (13.8 percent)

anxiety (9.4 percent)

tremor (7.9 percent)

hypomama and mania (1 percent)

agitation (frequent)

abnormal dreams (frequent)

seizures (0.2 percent)

 

II. Digestive System

significant weight loss (13 percent)

nausea (21.1 percent)

diarrhea (12.3 percent)

mouth dryness (9.5 percent)

anorexia (8.7 percent)

dyspepsia (6.4 percent)

abdominal pain (3.4 percent)

vomiting (2.4 percent)

 

III. Skin

excessive sweating (8.4 percent)

 

As we shall document, the stimulant profile should also have included another category:

 

IV. Behavioral

paranoia

violence

depression ("crashing")

suicide

drug abuse

 

It is relatively easy to remember most of the main side effects of SSRIs—Prozac, Zoloft, and Paxil—simply by keeping in mind the principle of stimulation or activation. Only time will tell whether Zoloft and Paxil vary significantly from Prozac in their profile of stimulant effects. Since these drugs are even more potent blockers of serotonin reuptake, it seems unlikely that their adverse effects will be more benign. 

 

The Lilly Trials Mask the Rates of Stimulant Side Effects

 

Although Kapit does not mention it, there is strong evidence that the rates of stimulant side effects, such as anxiety, nervousness, and insomnia, were much higher than those reported by the Lilly investigators. According to the FDA in-house reports, patients in Protocol 27 and Protocol 19 could be treated with minor tranquilizers, such as Valium, Ativan, and Xanax, as well as with the sedative chloral hydrate, during the Prozac trials. Patients in Protocol 62 were only supposed to receive chloral hydrate but in practice were not excluded if they received minor tranquilizers (see chapter 3). 

These additional drugs were given to a significant but only partially documented number of patients. Data associated with the first attempt to pool the results of Protocol 27 shows that additional drugs were given to 142 of the 706 patients initially enrolled in the studies. While some of the patients "erroneously" received unapproved medications, these unapproved drugs turn out to be antidepressants with sedative qualities. As already noted, in Protocol 19 an unspecified number of patients were given minor tranquilizers for agitation. 

These tranquilizing and sedative medications would have masked or suppressed the stimulant symptoms caused by Prozac. Since these were the only additional drugs specifically allowed for patients in the Prozac trials, it would seem that Eli Lilly anticipated the need to control the stimulant side effects of Prozac. 

The stimulation effects of Prozac, meanwhile, are becoming a well-known problem for clinicians. Research psychiatrist Robert DuPont of the Institute for Behavior and Health, Inc., Rockville, Maryland, has recently sent out a "Dear Doctor" letter seeking patients who have experienced "activation side effects" from Prozac, including "restlessness, anxiety, tremor or insomnia." Like most psychopharmacology advocates who emphasize a drug's negative profile, DuPont is contrasting it to a new and hopefully less troublesome agent that he's testing in clinical trials. 

It remains enormously important for the medical profession and the public to learn about Prozac's stimulant profile. This knowledge could still help to protect patients from stimulant-syndrome disasters on Prozac, including paranoia and violence, and crashing with depression and suicide, as well as drug abuse. 

Suzanne Robbins, for example, told the following story at the 1991 FDA hearing on Prozac:

 

I am the head of the Indiana Prozac Survivors Group... . I was prescribed Prozac following surgery that had upset my exercise routine and left me feeling just like the doctor said, "a little blue." I had never taken an antidepressant before, so I asked about the possible side effects. He told me the drug was so safe it should be put into the drinking water. 

My first reaction came at two weeks. I remember sitting in the car and I reached over and grabbed my husband and said, "I feel like I'm dying." I felt like I was leaving my body. The feeling passed in about 30 seconds, so I thought no more about it. 

I was sitting in a classroom two days later when all of a sudden it happened again, only this time I'm shaking, I'm covered in hives, and my mind is racing faster and faster. You can't grab the thoughts, they won't stop. I go to the office. I call the doctor. The nurse says, "Oh, let me look in the PDR." She looked and said, "Oh, honey, that's not Prozac." I said, "Well, what's happening to me?" 

Two more days passed. I was sitting in the classroom again. This time I excused myself from the children... . They had to send me home. 

I get home and I call the doctor's office again. I said, "I have to see him, something's wrong with me." They said he couldn't see me until Saturday. I said, "You don't understand. Something's wrong with me." He finally saw me the next day, took one look at me, now covered with hives, I'm shaking, I can't think, I can't formulate a thought, and he said, "Oh, you're having a panic attack. It's not Prozac." 

So I went home and I thought I'm going to die. There's something really wrong with me. Saturday I went through the day. It was a blur. I just remember feeling strange. On Sunday, I'm a Sunday school teacher. I went to Sunday school and I handed them my Sunday school papers and I said, "Something's wrong with me, I have to get out of here." 

I left the church and got into my car and I'm driving the interstate, trying to hold on to the wheel. The thoughts are racing so fast and it's saying "you're going to die," and I have to hold on to the wheel to keep from going off the road.... 

I finally admitted myself to a stress center. I begged them, "Lock me up because I'm going to die and I don't want to die." The internist walked in, and I remember the day so well, she took one look at me and she said, "Prozac. You're not my first victim." She said, "The last one I saw they had doubled the dose and she was in full psychosis." 

I knew at that moment I would live, but I didn't understand the horrors that this drug would not leave my system right away. They had to sit by my bed and they would hold me down as I shook and they would tell me, they would say, "You're going through drug withdrawal." My God, it was horrible... . 

 

When Ginger Breggin asked Suzanne if she was depressed at the time of starting Prozac, Suzanne said with emphasis, "No, I was given the drug following foot surgery. I had felt a little down after the surgery because I couldn't exercise and asked the doctor for a pick-me-up." 

Ginger Breggin's initial interview with Suzanne disclosed something Suzanne herself had not realized—that her reaction was a classic example of drug-induced central nervous system stimulation. I confirmed this during my follow-up interview. 

Although Suzanne had not appreciated the significance of it at the time, and therefore not described it fully in her FDA testimony, her pre-drug fatigue and blues were transformed within days to a constellation of stimulant symptoms, including sleeplessness, nervousness, tremor, inability to sit still, feeling like she couldn't breathe, anxiety, lack of concentration, and a sense of "being dead inside." Despite the deadness inside, she was speeding mentally on Prozac, "like a tape recorder going fast-forward in my head." She lost her appetite and five pounds in the three weeks that she was on the drug. She felt compulsively driven "to do something," but she didn't know what it might be. She said to family or friends, "I have to go, I have to go," but she didn't know where. 

Back in the 1960s, Suzanne took diet pill amphetamines and experienced temporary stimulation effects. She told me, "Everybody took them then. We didn't know the ramifications." She explained, "I remember the diet pill stimulation only lasted about thirty minutes to an hour—that feeling of being driven, of having to do things, and being euphoric. It was a short time. But on Prozac there was constant stimulation. It didn't go away while you were on the drug.”32 Prozac produced "no instant surge of euphoria" but the underlying "hyper" feeling was similar to the amphetamines. 

The two other approved SSRIs—Zoloft and Paxil—tend to produce similar side effects to Prozac, but probably with less intense stimulation, and perhaps more frequent sedation. Like Prozac, neither of their FDA-approved labels contains a specific mention of stimulant effects. 

In animal experiments, Paxil is the most potent reuptake blocker of all, 5 suggesting to me that its tendency to cause agitation and other stimulant symptoms may thus far have been underestimated. It is reported to cause a feeling of being "wiped out." 

 

Other Adverse Drug Reactions

 

The Prozac label lists a variety of other drug side effects that lie outside the stimulant profile, but that are important hazards. Some of these are adequately described in the label and some are not. 

 

SEXUAL DYSFUNCTION

 

In the table in the Lilly label for Prozac, there is a misleading breakdown in categories in regard to sexual problems. In the left-hand column, under nervous system, decreased libido (1.6 percent) is listed. But in the right-hand column, under urogenital, sexual dysfunction (1.9 percent) appears. It was only after studying the chart for several minutes that I realized Lilly had split sexual disorders into two different columns. But even the combined totals of sexual dysfunction reported in the table has turned out to be drastically underestimated. 

After Prozac came out, reports began to estimate the rate of drug-induced sexual dysfunction as high as 16 percent. Then William Patterson, M.D., from Birmingham, Alabama, specifically queried 60 consecutive men being treated in his practice with 20 mgs. Prozac per day. Over a six-month period, he found that an astonishing 75 percent of his male patients reported retarded ejaculation or ejaculatory incompetence. Lowering the dose was helpful and the problem disappeared when the drug was stopped. 

In December 1993, a team led by psychiatrist Parks W. Walker from the University of Tennessee concluded, "While the manufacturer's information indicates that sexual dysfunction associated with the serotonin-selective reuptake inhibitor fluoxetine occurs in less than 2%33 of patients, recent reports suggest the incidence may be much higher (7.8%—75% incidence of male sexual dysfunction)." The surfacing of data that differs so drastically from Lilly's FDA studies once again underscores their limitations. 

One case of prolonged, painful penile erection has been described with Prozac, and the authors of the report, Michael Murray, M.D., and Daniel Hooberman, M.D., from Boston, hypothesize that serotonin may be involved with inducing erections. 

There are anecdotal reports about men who placed great importance on their sexual satisfaction but who nonetheless seemed relatively unconcerned when unable to function on Prozac. This again suggests the drug's ability to induce emotional indifference and even withdrawal from previously significant relationships and activities. Many people lose their overall interest in their partners while taking these drugs, and while reducing sexual activity, this would not lead them to report dysfunction or abnormalities to the doctors during the clinical trials. 

While the rates for female sexual dysfunction induced by SSRIs seem much lower, significant case reports have been appearing, including difficulty reaching orgasm. 

Both Paxil and Zoloft have high rates of sexual dysfunction—mostly ejaculatory problems—in men. In the clinical trials of Paxil, 12.9 percent of men had ejaculatory disturbances, mostly delay, and 10 percent had other sexual dysfunctions, including impotence and the inability to achieve orgasm. Among women, 1.8 percent had difficulty reaching orgasm. In the Zoloft trials, 15.5 percent of men were reported to have sexual difficulties, mostly ejaculatory delay, while 1.7 percent of women experienced problems. 

 

SKIN RASHES AND IMMUNOLOGICAL CONDITIONS

 

Under the "Warnings" heading, Prozac's label lists "Rash and Possibly Allergic Events" as the primary item. The rate of 2.7 percent is based on the relatively short-term approval studies. As Kapit summarized in his FDA report, the rashes included uticaria (hives), as well as maculopapular (small, discolored elevations of skin), purpuric (hermorrhagic), and pustular (pimple-like with pus) lesions. 

In less than 10 percent of the rashes, according to a March 4, 1988, memo by Kapit, there were signs of more overall bodily illness, including an elevated white count, abnormal liver-function tests, joint pain, edema or swelling in various parts of the body, and fever. (Sometimes these symptoms have also appeared without rash.) There were also cases of rash with associated signs of kidney dysfunction. In a very small number of rashes, there were signs of a severe and potentially life-threatening immunological disorder, sometimes identified as serum sickness or lupus erythematosis. According to the 1994 PDR, deaths occurred in association with similar illnesses after marketing of the drug began. 

There are a few reports of inflammatory problems involving the blood vessels of various organs (vasculitis). There have been cases of severe allergic reactions with bronchial spasms that compromise respiration (anaphylactoid shock). These events are reported to be very rare. 

 

BLEEDING PROBLEMS

 

Prozac disrupts the uptake of serotonin in blood platelets that are critical to the control of bleeding. There are cases of difficulty with blood clotting, leading to tiny hemorrhages (petechiae) into the skin and vaginal bleeding. 6 

 

LOSS OF SODIUM

 

Perhaps through interference with the hormone that controls water retention, Prozac has been associated with a drop in the concentration of serum sodium (hyponatremia). Although relatively rare, this can be a serious problem, especially for older patients and those taking medications that also affect sodium retention, such as antidiuretics for hypertension. 

 

SEIZURES

 

Seizures occur with all antidepressants, and Lilly's FDA studies reported a relatively low rate of 0.2 percent. But remember that the studies are very short in duration. Patients who already have a seizure problem should try to avoid all antidepressants. 

 

THE ZIMELIDINE SYNDROME

 

The zimelidine syndrome was named after an earlier SSRI that proved too dangerous for use in Europe because of its tendency to cause a cluster of serious flu-like symptoms, including headache, fever, chills, and muscle and joint pain. It could also manifest itself with a paralyzing neurological disorder. While rare, there was concern about its development during treatment with Prozac. No cases of the severe neurological disorder showed up during the FDA-testing period for Prozac, but it remains a concern. 

 

Is There a Cancer Risk with Prozac

 

Some malignant tumors produce serotonin, and Prozac's impact on them, while unproven, has raised concerns that the drug might stimulate their growth. Antidepressants, including Prozac, have recently been found to promote tumor growth in general in animal laboratory research when used in "clinically relevant doses." 7 As reported in the September 1992 Psychiatric Times, the FDA is considering the problem. The problem is especially serious because cancer patients do become depressed and nowadays are likely to be prescribed antidepressants. 

Members of the Prozac Survivors Support Group believe there are cases of cancer caused by Prozac, but I have not seen any documented cases. The problem is that usually the only way to make the connection is through the sheer number of cases that develop over time. 

 

Drug Interaction

 

Any psychiatric drug is likely to interact with other nonprescription and prescription drugs in a variety of potentially harmful ways. Many of these adverse interactions will become apparent only after years of experience in clinical practice, and some may go unnoticed indefinitely, because of the tendency to attribute problems to the patient's "mental illness" or factors other than drug interaction. 

 

PROZAC AND ALCOHOL

 

Many clinicians and Prozac survivors have reported behavioral problems when Prozac is combined with alcohol, but there is no mention of this in the Lilly label. Prozac Survivors Support Group members have told us that many patients, while taking Prozac, increase their alcohol intake or return to previous alcohol abuse. Ann Tracy of the Utah group has pointed out that strains of rats bred for a genetic tendency toward alcohol preference have higher serotonin concentrations in their brains, and these levels increase when they drink alcohol regularly. 8 Another study has shown that depletion of serotonin in the brain tends to reduce alcohol intake in rats. 9 This research is suggestive, but not definitive, of a possible correlation between Prozac, enhanced serotonergic activity, and increased desire for alcohol. 

While interviewing teenagers who are former drug abusers, we have been told that Prozac can produce a rapid alcohol high if taken simultaneously with as little as one beer, and that "coming down" afterward is more abrupt and severe. Apparently this is widely known and frequently tried among teenagers who experiment with drugs. Anyone using Prozac should be on the alert for the possible development, worsening, or return of alcohol abuse. 

 

PROZAC, MONOMINE OXIDASE INHIBITORS (MAOI), AND TRYPTOPHAN

 

When combined with other drugs that stimulate the serotonergic system, such as the monoamine oxidase inhibitor (MAOI) anti-depressants or tryptophan,34 Prozac can produce a well-documented, severe condition called the serotonin syndrome. 10 This disorder looks somewhat like the serotonin stimulant syndrome and shares with it the symptoms of irrational euphoria (hypomania), agitation, confusion, and gastrointestinal upset, including diarrhea. The serotonin syndrome additionally involves overstimulation of the brain stem and spinal cord, producing symptoms not typically seen with the stimulant syndrome, such as fever and chills, severe incoordination, muscle spasms, and hyperactive reflexes. 

Because it involves lower centers in the central nervous system, the serotonin syndrome is more physically disabling than the serotonin stimulant syndrome, and renders the individual unable to carry out purposeful activities such as suicide or murder. By contrast, the stimulant syndrome seems more exclusively to involve the higher centers of the brain and it is frequently caused by Prozac alone. 

Because Prozac and its active metabolites last a long time in the system, with a half-life of up to nine days for one of its metabolites, MAOIs should not be administered to patients until at least five weeks or more after discontinuation of Prozac. If a patient has first been on an MAOI, it should be discontinued for at least fourteen days before beginning Prozac. 

 

PROZAC AND TRICYCLIC ANTIDEPRESSANTS

 

Psychiatrists and other physicians too frequently combine Prozac with other antidepressants, including the tricyclics such as Tofranil (imipramine) and Elavil (amitriptyline). The combination is extremely dangerous. In a 1992 study conducted in Lilly's own research laboratory by a team led by Richard Bergstrom, Prozac was found to increase the blood concentrations of tricyclics by as much as ten times.11

The tricyclics become toxic at blood levels not much higher than their therapeutic ones. A tenfold or more increase in concentration of a tricyclic could produce, among other things, a fatal heart arrhythmia, a severe drop in blood pressure, central nervous system depression, or a grand mal seizure. It could also cause abnormal mental reactions, such as confusion, panic, mania, or even depression. 

Does Lilly's writeup in the 1994 PDR reflect the data generated several years earlier in their own lab? Under Prozac interactions with "other antidepressants," it states, "There have been greater than 2-fold increases" in blood concentrations with the combination of Prozac. The tricyclic antidepressants are not mentioned by name, and the difference between greater than twofold and tenfold or greater is enormous. It is a potentially lethal difference. 12 

There is yet another complication to combining fluoxetine with tricyclic antidepressants. One sophisticated study of effects on the rat brain shows that the two given together accelerate their joint impact on the neurotransmitter system. 13 

 

PROZAC AND OTHER DRUGS

 

The discussion of drug interactions in the Physicians' Desk Reference is extensive and most physicians, let alone the lay reader, will be pressed to understand or remember them. Any time another medication is taken along with Prozac, caution should be exercised, and a careful review should be made of Prozac's drug interaction profile. In addition to those already discussed in this chapter, the following includes some of the more common problems: 

Because Prozac and other SSRIs can cause drowsiness, as well as various cognitive impairments in judgment, thinking, and motor skills, patients are warned of potential difficulties if the drugs are taken while carrying out potentially hazardous activities, such as working with machinery or driving a car. The hazards are increased when Prozac, Zoloft, or Paxil are combined with any other drugs that affect mental processes, including sedatives such as alcohol, sleeping pills, and the minor tranquilizers. 

By interfering with liver metabolism, Prozac can increase the blood concentration and hence the toxicity of lithium, as well as minor tranquilizers, such as Valium and Xanax. 

Taking Prozac with neuroleptic drugs, such as Thorazine, Haldol, and Navane, can cause increased neuroleptic effects, such as apathy and acute neurological side effects. As we shall further describe in regard to neurological side effects, Prozac inhibits dopamine, the main neurotransmitter system suppressed by the neuroleptics. 

Prozac can elevate the blood concentrations of anticoagulants and heart medications, including digitalis and digitoxin, increasing their adverse effects, including heart attack. 

Insulin adjustments may be required in diabetics who take Prozac because the antidepressant lowers the blood sugar (hypoglycemia) and on withdrawal can elevate it (hyperglycemia). Low blood sugar can cause anxiety and other emotional reactions. 

 

ELECTROSHOCK TREATMENT

 

Prozac can increase the dangers of electroshock treatment by prolonging the seizure. It should be stopped several weeks before treatment begins. 

 

Prozac in Pregnant and Nursing Mothers

 

Prozac is excreted into breast milk, but the potential complications have not been evaluated. Studies on pregnant women have not been done. The drug should be avoided by pregnant and nursing mothers. 

 

Akathisia, Dystonia, and the Risk of Permanent Neurological Disorders from Prozac

 

As early as 1979, H. Y. Meltzer and a team at the University of Chicago recognized that Prozac suppresses dopaminergic neuro-transmission. Concerned about reports of neurological side effects that seemed to stem from this dopamine suppression, Ross Baldessarini and Elda Marsh from McLean Hospital and Harvard demonstrated the effect in Prozac-treated animal brains in 1990. 

Drug-induced disruption of dopamine neurotransmission is known to produce a variety of neurological side effects. The neuroleptic or antipsychotic drugs—such as Haldol, Navane, Thorazine, Mellaril, and Prolixin—are officially approved for the treatment of severely disturbed psychiatric patients, especially those labeled schizophrenic and acutely manic.35 They are, however, frequently used for the outright subjugation of difficult inmates or residents of children's facilities, institutions for the developmentally disabled, nursing homes, board and care homes, and prisons. 

The neuroleptics suppress dopamine neurotransmission, initially causing a reversible parkinsonism syndrome with a tremor, shuffling gait, slowed movements, flat facial expression, and dulled or apathetic emotions. A variety of other neuroleptic-induced neurological disorders cause loss of control of the voluntary muscles, including spasms (dystonias), hyperactivity (akathisia), and varied movements of almost any part of the body, such as the face, mouth, tongue, and arms and legs (dyskinesias). Breathing and speech can also be affected. When produced by neuroleptic drugs, the various syndromes frequently become permanent, at which point they are labeled tardive dystonia, tardive akathisia, and tardive dyskinesia. 14 

The rates for these permanent drug-induced disorders are astounding, probably exceeding 5 percent per year for anyone exposed for three months or more to neuroleptics. At least 25 percent of patients will become permanently afflicted after five years of exposure, and most long-term neuroleptic patients will eventually develop this irreversible adverse effect. The movements can vary in severity from barely noticeable to very severe, disfiguring, and disabling. Mental deterioration often occurs as a component. 15 In chapter 7, we will discuss the negligent attitudes of drug companies and the FDA in regard to informing the medical profession and patients about the catastrophic threat posed by tardive dyskinesia. 

It now seems that Prozac can cause most of the acute, reversible neurological disorders that are also produced by the neuroleptic drugs. Prozac's pharmacological mechanism for suppressing dopamine differs from that of the neuroleptics, but clinically the result can be frighteningly similar in causing or worsening parkinsonism16 and in producing dystonia, 17 painful neurologically induced muscle spasms. I have been told about a few cases of persistent or permanent neurological disorders from Prozac, but I have not been able to confirm them by direct examination of the patient and the history, and at present none has been reported in the literature. However, it took the profession two decades to begin to give serious attention to tardive dyskinesia, and the tendency to minimize it continues.36

Under "Adverse Reactions" of the "Nervous System," the Prozac label mentions akathisia as "infrequent," meaning it occurs in 1/100 to 1/1,000 patients. This low estimate occurs in the 1994 label despite publications estimating a vastly higher rate. It now has been established that akathisia is the most common and potentially most dangerous of the adverse neurological effects caused by Prozac. The June 1990 Health Letter, published by the Public Citizen Health Research Group, a Ralph Nader organization, estimates that akathisia affects a whopping 15 to 25 percent of Prozac patients. 

Akathisia is characterized by inner tension or anxiety that drives or compels afflicted individuals to move their bodies. Typically the sufferer cannot sit still and frantically paces about. When severe, akathisia feels like internal torture, and those who suffer from it can wear out the soles of their shoes, the rug beneath their chair, or their clothing. It is a very common side effect in reaction to neuroleptic drugs like Haldol, Navane, Mellaril, or Thorazine, which are frequently used in the treatment of patients labeled schizophrenic, as well as the inmates and residents of prisons, nursing homes, and other institutions. Many permanent cases, called tardive akathisia, have been produced by the neuroleptics, subjecting patients to a virtual lifetime of torture. 

In the September 1989 issue of the Journal of Clinical Psychiatry, Joseph Lipinski and his colleagues from McLean Hospital and Harvard Medical School described five cases of Prozac-induced akathisia, which they believe occurs "fairly frequently." They estimate the rate of akathisia in Prozac patients at between 9.7 percent and 25 percent. Their cases were, in their opinion, indistinguishable from neuroleptic-induced akathisia. Akathisia is frequently misdiagnosed as nervousness or agitation. 

Five days after starting Prozac, one woman "reported severe anxiety and restlessness. She paced the floor throughout the day, found sleep at night difficult because of the restlessness, and constantly shifted her legs when seated." Another woman kept her roommate awake as she moved her legs so vigorously in bed it was as though she were riding a bicycle. Lipinski's group believes the effect may come from the tendency of high Prozac-induced serotonergic activity to suppress dopaminergic activity. 

How could such a frequent, distressing side effect go almost wholly unrecognized among the thousands of patients tested by Eli Lilly during the FDA drug approval process? Typically, psychiatrists have tended to blame akathisia on the patient's emotional state rather than on the drugs they are being given. It's easier for doctors to invoke "mental illness" or "agitated depression" as the cause. 

Meanwhile, at the request of the FDA, in March 1990 Lilly added "dyskinesia" to the list of side effects. This in no way alerts the physician to the frequency, severity, or nature of the multiple neurological disorders now associated with the drug, including the often overlooked but frequently agonizing akathisia. 

Akathisia can contribute to the development of hostile or suicidal acts (chapter 6).

No permanent cases of Prozac-induced akathisia or dystonia have been reported in the literature, and I haven't personally seen any. However, no reassurance should be taken from the fact that none has been officially reported. The neuroleptics were introduced in the mid-1950s, but akathisia wasn't given credence for decades, and irreversible (tardive) akathisia and dystonia have only in the last several years become fully recognized entities. 18 In short, it's taken psychiatry more than three decades to begin to recognize the irreversibility of these drug-induced disorders. 

Recently, while giving a presentation at grand rounds of a Canadian psychiatric hospital, I met a psychiatric drug expert who was hearing about tardive akathisia from a colleague for the first time. The psychiatrist was trying to blame the problem on the patient drinking too much coffee. In my experience doing consultations in North America and Europe, I find that physicians, even when they have heard of them, frequently miss the diagnoses of tardive akathisia and tardive dystonia. 

Consistent with doctor denial of the dangerousness of psychiatric drugs, psychiatrists often keep patients on Prozac even after they have developed distressing neurological symptoms. Lipinski's group at Harvard, for example, continued their patients on Prozac while giving them a drug that somewhat relieved their akathisia. Despite the terrible lessons learned from the neuroleptics, they showed no concern in their report about the risk of producing permanent disorders—creating a virtual lifetime of torture in the form of tardive akathisia or tardive dystonia. 

 

Can Prozac Cause Permanent Neurotransmitter Abnormalities

 

Prozac induces severe biochemical dysfunction in the brains of people and experimental animals, not only in the serotonergic neurotransmitter system, but in the dopaminergic and adrenergic as well. Can this dysfunction become persistent or permanent? In a sad commentary on my profession, I must state that seemingly no one, including Lilly Research Laboratories, is trying to find out. Studies of Prozac's effects almost always end shortly after the drug is stopped without testing to see if abnormalities persist for days, weeks, or months after treatment. 

It's as if no one wants to know. And the FDA didn't require any such tests, although it would be very easy and relatively inexpensive to incorporate them into existing animal studies. First, the animal would be treated for a period of time with Prozac; next the drug would be stopped for a suitably long period of time; then the animal's brain would be examined for persistent defects, for example, in serotonergic or dopaminergic receptors. Compared to other tests performed in the Lilly laboratories, as well as in most medical centers, this is simple stuff. 

As we've already seen, it can take years and even decades before psychiatrists, drug companies, or the FDA recognize obvious, frequent side effects like tardive dyskinesia, tardive aka-thisia, and neuroleptic malignant syndrome. But it will be even easier to overlook Prozac-induced permanent brain dysfunction, because serotonin dysfunctions do not make themselves obvious through visible symptoms, such as the twitches or spasms of tardive dyskinesia. Those neurological symptoms that have become apparent, for example, seem to result from Prozac's indirect effect on dopamine neurotransmission. 

 

DANGEROUS PRECEDENTS WITH THE AMPHETAMINES

 

In their 1992 book, Preventable Brain Damage, Donald I. Templer, Lawrence C. Hartlage, and W. Gary Cannon discuss the difficulty of detecting serotonin dysfunction in regard to the amphetamines. Like Prozac, amphetamines block the reuptake of serotonin, and now after many years of clinical and research experience, it's been discovered that certain hallucinogenic amphetamines can permanently damage the serotonergic system. 19 One of them, MDMA ("Ecstasy") was originally considered so benign that some psychiatrists were recommending it as an adjunct to psychotherapy. In an ominous finding, when Prozac was administered along with amphetamines, it led to "greater amphetamine-induced neurotoxicity" — that is, to more drastic drug-induced malfunctions in the brain. 20 

 

DOWN-REGULATION OF SEROTONERGIC RECEPTORS

 

While Prozac in theory is supposed to energize the serotonin system by making more serotonin available in the synapses, in fact the brain reacts to Prozac as a toxic intrusion and tries to overcome its effects. One compensatory mechanism, called down-regulation, quickly begins reducing the number of receptors in the brain for serotonin. 21 

After being exposed to serotonin for periods of time, animal studies show that these receptors compensate by diminishing in number. The end result of down-regulation is called subsensitivity. 

Down-regulation begins to occur in rats after two days of treatment with Prozac and the reductions continued over several weeks of testing, reaching up to 60 percent in some areas of the brain.37 The down-regulation is widespread, involving the highest centers of the brain; for example, the frontal lobes and cortex, which regulate thinking and feeling in human beings. Down-regulation of serotonin in these areas produces complex and unpredictable effects, but is likely to reduce the capacity of the serotonin system for activation. 

In chapter 7, we shall examine the implications of compensatory mechanisms for the production of abnormal behavior during Prozac treatment. Here we are concerned about the danger of permanent brain damage and dysfunction. 

It has already been proven that, after months or years of treatment with other drugs, compensatory changes in receptors can become permanent, and that this can cause irreversible brain dysfunction. Tardive dyskinesia, for example, probably results from dopaminergic receptors becoming permanently hyperactive following suppression by the neuroleptic drugs. 22 

Whether Prozac's down-regulation of serotonergic receptors can become permanent remains unknown, but we must, at the very least, be very concerned about it. Unfortunately, many psychiatrists are suggesting to their patients that they should stay on Prozac for years or even for a lifetime. 

 

Prozac Madness: Adverse Behavioral Reactions

 

Lilly's studies for FDA approval demonstrated that Prozac can cause psychosis, especially mania. Hypomania and mania are especially disastrous reactions because they can lead people to ruin their lives, for example by risking their savings on get-rich-quick schemes, by going on shopping binges, by quitting their job or marriage, or by getting involved in harebrained schemes that get them into trouble. They may engage in bizarre behavior, such as running about nude in the streets, frantically accosting cars on a busy highway, or wandering alone late at night in dangerous areas. Often the individual feels persecuted and sometimes reacts with hostility and even violence, especially toward anyone who tries to resist his or her out-of-control actions. 

A typical example of Prozac-induced mania with potential violence was published by Laurence Jerome in a paper in the September 1991 issue of The Journal of the American Academy of Child and Adolescent Psychiatry. A ten-year-old boy became depressed when his family moved to a new neighborhood, and he was placed on 20 mgs. of Prozac by his family physician. The youngster immediately became "hyperactive, agitated," and "irritable," and his speech was pressured. He was less tired and required less sleep, and he developed a "somewhat grandiose assessment of his own abilities." Then he began to make a number of anonymous phone calls, threatening to kill a stranger in the neighborhood. When the telephone calls were traced back to him, the Prozac was discontinued and all of the hypomanic symptoms resolved within two weeks. Mania and hostility frequently go together and suggest one of the mechanisms for Prozac-induced violence, as well as for "crashing" and suicide. 

Alima Jafri, M.D., and William Greenberg, M.D., from Bergen Pines County Hospital in New Jersey, describe in the September 1991 issue of the Journal of the American Academy of Child and Adolescent Psychiatry the case of another child who became psychotic "directly related to his receiving fluoxetine." The fifteen-year-old had become depressed after feeling rejected by his family over his disclosure of homosexuality. He was started on Prozac and the dose was increased to 40 mgs. on the fifth day, when his behavior changed: 

 

[H]e became, in the nurses' words, very "silly," running up and down the halls teasing his peers. His running and pacing persisted, with episodes of attention-seeking crawling on the floor accompanied by animal-like growling and howling, throwing food at other adolescents, and complaining of "weird dreams." The patient reported that he felt "very good but also 'hyper,' " and admitted that he was "acting like a fool," but blamed it on his medication, which had "changed my brain." He was restless and uncharacteristically outgoing...

 

After his medication was stopped, he improved over about one week's time.

Not all near-psychotic or psychotic reactions to Prozac have a hyper or manic quality to them. Carol Hersh and two of her physician colleagues from Cornell University Medical College in that previously cited issue of the Journal of the Academy of Child and Adolescent Psychiatry describe an eleven-year-old girl who developed a delusional system. The reaction occurred after only four 20-mg. doses spaced over eight days, and subsided within several days of stopping the medication. 

Many other cases of relative degrees of Prozac psychosis have been published in the literature, mostly involving hypoma-nia and mania in adults. 23 On the principle that a drug's toxic effect also explains its more subtle "therapeutic effects," many patients who swear by Prozac are probably experiencing imperceptible or barely perceptible degrees of mania. Artificial euphoria—drug-induced feelings of well-being—can be understood as an early stage of mania. 

In his March 1988 report, FDA psychiatrist Kapit summarized that there were 39 reported cases of mania among the 5,620 Prozac patients in the trials. A rate of 1 percent is usually cited in the medical literature, but keep in mind that estimates made from these very short and relatively carefully monitored FDA studies are bound to demonstrate very low frequencies compared to clinical practice, especially in regard to mania. The shortness of the trials greatly limits the percentage of patients who will become affected. Early hypomanic symptoms are more likely to be spotted and nipped in the bud by stopping the medication or by adding sedative drugs. Also, there is less likelihood of Prozac being mixed with other stimulant-like drugs in the trials. 

There are numerous published reports and other confirmations that Prozac can produce a variety of other mental and behavioral abnormalities, from obsessions and compulsions to murder to suicide, but these have largely been rejected or denied by both Eli Lilly and the FDA. Perhaps the most central and destructive effect of all, seen in patients like Tammy, described in an earlier chapter, is a loss of empathy for oneself and others—a kind of withdrawal from human connectedness and caring. We shall examine these tragic possibilities in later chapters. 

 

Can Prozac Impair the Mental Processes

 

Under the heading of "Interference With Cognitive and Motor Performance," the Prozac label makes a general statement that "Any psychoactive drug may impair judgment, thinking, or motor skills," and it gives a warning about the use of hazardous machinery and automobiles. The label states nothing specific about Prozac itself. 

Before a psychoactive drug is given to millions of people, you would think that the FDA would require testing of its effects on the mental processes, such as memory, learning, abstract reasoning, reaction time, short- and long-term memory, and so on. You would think the drug companies would be ethical enough to do it themselves, especially with a drug like Prozac that definitively affects nerves that reach into the higher mental centers of the brain. 

Dozens or more studies would be necessary to begin to explore the dangers of a drug like Prozac to higher mental functions. Even then, mental dysfunction can be too subtle to be detected on any test battery and yet profoundly affect the individual. As of 1993, two studies were available. One found no impact and the other found some memory impairment. 24 

Meanwhile, the Prozac survivors and numerous patients I have interviewed frequently report interference with memory. If you're taking Prozac, this is one more crucial area in which you are the guinea pig. The FAA doesn't let pilots take Prozac. You might consider if there isn't some wisdom in that. 

 

Side Effects or Primary Effects

 

In discussing mania, we suggested that the sought-after euphoria from Prozac can often be understood as an early stage of mania. The harmful mental effects of a psychiatric drug are almost always presented by psychiatrists as "side effects," as if they had nothing to do with the drug's primary or therapeutic effect. Agitation and insomnia from Prozac, for example, are seen as unrelated to its sought-after beneficial effect as an antidepressant; but they are inherent in the stimulant effect that produces feelings of energy and well-being. In this sense, the difference between "therapeutic effects" and "toxic effects" are merely steps along a continuum from mild to extreme toxicity. I have introduced this concept as the brain-disabling principle of psychiatric treatment. 25 

The neuroleptic drugs, like Haldol and Thorazine, produce a primary or therapeutic effect that consists of relative degrees of indifference or lack of interest in oneself and the environment. This is a relatively mild manifestation of the apathy caused by toxic disruption of the frontal lobes. As the doses increase, the patient becomes zombielike. These are steps along the continuum of this drug's primary toxic effect—chemical lobotomization. 26 

The comparison with sedative minor tranquilizers or alcohol is again enlightening. The person who becomes more relaxed and content after a Valium or a drink of alcohol will progress to stupor or even coma with increasing amounts. The entire experience can be understood as a spectrum of sedative toxicity. 

In the case of Prozac, and all stimulant drugs, the same principle holds. At lower doses, the individual experiences signs of stimulant toxicity that may be subjectively judged as beneficial—a sense of increased alertness and energy, and a narrowing of focus and loss of emotional responsiveness. But even among patients who feel benefited, a large percentage will also suffer from nervousness or jitters, anxiety, insomnia, or loss of appetite. Even at the low dose, a significant percentage, as we've seen, will decide it's not worth taking the drug, largely because of stimulant effects. As the dose is increased, it becomes even more likely that these effects will become very uncomfortable, and at very high doses, mania and even seizures are more likely to develop. 

 

When Is a Psychiatric Drug Safe Enough

 

The analogy to alcohol and other toxic agents may once again prove helpful. Like many psychoactive drugs, alcohol has a long history of medicinal use. Even in the first half of this century, it was often prescribed by physicians as a mild and soothing sedative. Even very recently, research has suggested that small amounts of alcohol per day may reduce the risk of heart attack in males, and it's possible alcohol in very limited quantities may again be valued medicinally. 

Although alcohol has been widely used throughout human society since before recorded history, only in the last decade have we begun to face the scope of its deadly impact on human behavior and society, including its association with rampant domestic violence and carnage on the highways. At the same time, we are discovering new ways in which alcohol causes illness and shortens lives. This important information is coming out after thousands of years of alcohol use and abuse by hundreds of millions of people. How, then, can we expect to evaluate our modern laboratory-tailored psychiatric drugs for safety by testing them on a few thousand people for a few brief weeks or months ? 

In the past few years, we have been learning more and more about the dangers of minute quantities of seemingly harmless substances in our environment. DDT, for example, was originally used lavishly in nature to kill insects, and now we have found that lingering traces of it are killing much larger animals as well. Very recent research is connecting it to breast cancer in women. 27 

While lead has been identified as a toxin for many years, it too has a fresh history as research discloses that very tiny amounts can cause brain dysfunction, behavioral abnormalities, and loss of intelligence in children. 28 

When psychiatric drugs like Prozac are introduced into the brain, their concentrations are infinitely higher than toxic exposures within the larger, natural environment from substances like lead or DDT. If we can cause such damage to ourselves and to our world with relatively minuscule toxic additives to the physical universe, imagine what we must be doing when we pour far higher concentrations of pollutants into our more delicate and sensitive brains. And remember, the psychiatric drugs are specifically designed to interfere with normal biological processes like neurotransmission. We can only begin to guess at the long-term negative consequences and may never fully be able to grasp them. 

 

Harmonizing Neurotransmitters or Disabling the Brain?

 

Prozac and the other SSRIs turn out to be no different than any other physical intervention in psychiatry: there's no qualitative difference between the therapeutic and the toxic effect; it's a matter of degree. Whether or not the individual feels better, the brain has suffered a disruptive intrusion. The greater the mental impact of the drug, the greater the disability that's been imposed upon the brain. 

In psychiatry, the tendency is to deny this seemingly obvious truth. As psychiatrists, we like to imagine that we are instead doing something good to the brain and even improving its function by correcting imbalances or harmonizing neurotransmitters. This argument in recent years has been made with equal zeal for shock treatment. Like Prozac, shock treatment is alleged to work by enhancing serotonin29—even though the shocked brain is so grossly traumatized that the patient is rendered too confused and blunted to feel any subtle emotions. Even brain-mutilating lobotomy is nowadays justified on the grounds that it corrects biochemical imbalances, and one advocate looks forward to delivering serotonin "psychosurgically" to "serotonin-depleted sites" in the brain. 30 

And so Prozac is said to "enhance" serotonergic neurotransmission when in fact it grossly impairs the process of neurotransmission. We know about the impairment—we can measure the blocking of the normal reuptake process, as well as the brain's attempts to compensate with various mechanisms.38 Prozac creates this havoc in any person, as well as in rats with normal brains. 

We can only speculate about the alleged improvement—that somehow it's better to interfere in this way in the brain's normal processes. Psychiatry must overcome scientific fact with rhetoric in order to claim that this drug improves the functioning of anyone's brain. 

The argument that Prozac somehow corrects an imbalance— surely a lucky stroke if it sometimes happens—makes much less sense than the proven observation that it botches up normal processes. On the face of it, how could a pill produce such fine tuning? It doesn't have the sophistication or technology to do so. All the pill can do is to make a massive intervention and hope for the best. It is, after all, only a pill. It has no built-in capacity to evaluate the situation and to make the necessary adjustments, while the brain is in fact sizing up the situation, and trying to mute the drug effect. Meanwhile, the physician, adjusting the dose from week to week or month to month, is in no better position. At best, he's grossly monitoring and adjusting levels of drug toxicity, while the brain tries mightily to resist the effort. 

The physician who gives Prozac is not comparable to a highly skilled mechanic using computerized technology to fuss over your relatively simple automobile engine. He's more like a clumsy office colleague spilling his coffee into your computer— except Prozac is much more potent than caffeine and your brain is far more vulnerable and easily damaged than your computer. 

Taking Prozac, in sum, constitutes a toxic interference into the brain. If it feels good, it means that the individual prefers impaired brain function to normal brain function. That some people prefer stimulant intoxication and some people sedatives, or that some people like a mixture, should not distract us from the basic principle. 

The desire for an impaired brain is not an unusual preference in Western society. Given the complexity and difficulty of modern life, as well as our lack of preparation for it, it's readily understandable that people sometimes prefer a toxic state. Most people have been tempted at one time or another by cigarettes, coffee, alcohol, or a variety of illicit drugs, and many struggle compulsively with these agents. We should try, as this book title suggests, to talk back to and to resist these temptations. 

As in drinking alcohol, the choice should be up to the individual. But psychiatry and the drug companies should not mislead the public and patients into thinking that something more benign is going on. It is our hope that this chapter will make you more aware that doctors, drug companies, and even the FDA may not always have your best interests at heart, and that Prozac's label does not tell the whole story about the very real and potentially devastating side effects of this drug. 

Meanwhile, if you have suffered a serious adverse reaction to Prozac, Paxil, or Zoloft (or any other medication), you or your physician can send an adverse reaction report directly to the FDA. The FDA's new reporting form is replicated in the Appendix. 

We turn now to one particular hazard that deserves special attention: the possibility of withdrawal symptoms, addiction, and abuse associated with Prozac. 

 


 

Five

Drug Addiction and Abuse A Comparison Between Prozac and Amphetamines

 

Drug addiction is the inability to resist or break the habit of taking a psychoactive drug. In severe cases, it can lead to criminal behavior, ill health, and the overall deterioration of the quality of life. Addiction may be driven by psychological needs, as well as by physiological craving created by the drug itself. 

Drug abuse is the use of any psychoactive drug in a compulsive or pleasure-seeking manner that results in harmful effects. People who abuse drugs frequently become addicted. 

Drugs associated with addiction and abuse usually cause withdrawal symptoms. The addiction and abuse, however, are typically driven by the individual's craving for the positive effects produced by the drug rather than by fear of going through a painful withdrawal. Addictive drugs tend to provide pleasure, a sense of energy or euphoria, or a sedative (tranquilizing) escape from painful emotions, such as anxiety and tension. 

Withdrawal from certain drugs can produce obvious and even life-threatening symptoms. Abruptly stopping the use of large amounts of alcohol or sedatives, including minor tranquilizers, can produce seizures or cardiovascular collapse. But withdrawal from stimulant drugs, such as amphetamines and cocaine, does not produce physically dangerous symptoms. Withdrawal from them, instead, tends to cause mental pain, often in the form of extreme fatigue and depression, and even suicidal impulses. Users of stimulants end up feeling that they cannot go on living without their drugs. 

That people often return to addictive drugs years after stopping them suggests that they are mainly seeking the drug's positive effects. On the other hand, the long-term craving may itself be an attenuated, persistent withdrawal response. 

Without deriving any positive feelings from psychiatric drug usage, some patients feel compelled to keep taking them out of fear of the psychological consequences of stopping them. I often treat people who seem to derive little or no benefit, and no pleasure, from one Prozac or one Klonopin per day, but who remain afraid to give up the drug. When they try to stop, they become anxious and afraid even before physical withdrawal can take place. 

While drug addicts and abusers often feel their lives are immeasurably enhanced by drugs, their judgment often seems questionable. The user may feel "better than ever," but more objective observers may conclude that this feeling is illusory. The positive effects of these drugs are often temporary or destined to change into negative ones. 

Drug addicts and abusers do not necessarily escalate the dosage of drug. Many people are addicted to legal drugs such as nicotine, caffeine, or alcohol for most of their lives without significantly increasing the amount of their intake over time. The same is true of many individuals who use illegal drugs, such as marijuana, or nonprescription opiates and amphetamines. The chronic use of the drugs at relatively constant doses can, however, result in negative physical and psychological effects. 

 

Darvon: A Skeleton in Eli Lilly's Closet

 

Eli Lilly and the FDA take the position, as expressed in the Prozac label, that Prozac-induced dependence, abuse, and withdrawal have not been demonstrated. The Prozac label does, however, acknowledge that its testing "was not systematic" in this regard and "it is not possible to predict on the basis of this limited experience the extent to which a CNS [central nervous system] active drug will be misused, diverted, and/or abused once marketed." 

Drug companies, doctors, and the FDA have typically been remiss in recognizing the addictive or habit-forming qualities of prescription medications, as well as the withdrawal problems.39 In The Tranquilizing of America, reporters Richard Hughes and Robert Brewin compare pharmaceutical company promotion of drugs to "the patent-medicine men who once roamed this country with horse and wagon, huckstering magic elixirs to naive audiences." They go on to indict Eli Lilly for its promotion of Darvon (propoxyphene): 

 

As an example of this kind of selling and the success drug companies have is the campaign for Darvon, the painkiller that now tops the nation's legal drug death list.40 Lilly introduced Darvon in 1957 with much fanfare, promoting it via magazine advertisements and detail men as a potent painkiller without the potential for abuse and addiction shown by earlier painkillers, such as codeine. The company's ads and the detail men constantly emphasized that Darvon was a nonnarcotic and therefore nonaddicting analgesic. 

 

Lilly's persistent denials of any addictive or life-threatening dangers from Darvon were especially extraordinary in light of its chemical similarity to another well-known narcotic, methadone. A glance from even the untutored eye discloses that their chemical structures are nearly identical1 and modern pharmacology classifies Darvon with methadone, meperidine (Demerol), and codeine. Yet for years, Lilly's FDA-monitored promotional materials denied any addiction problems from Darvon. The 1963 Physicians' Desk Reference (PDR), for example, states outright that Darvon "does not have characteristics that would lead to abuse of the drug and to addiction." 

Twenty years after Darvon came into use, the Department of Justice reported that it was widely abused as an addictive drug and should be classified as a narcotic. In 1977, Lilly continued to prosper from Darvon, which earned $140 million in revenues, as it became the third best-selling prescription drug in America. At the same time, Darvon became the second most frequently mentioned drug in coroner's reports, only behind heroin in its association with drug-related deaths. 

In 1978 Ralph Nader's Health Research Group petitioned the government to have Darvon banned, but Lilly did not let up its sales efforts, even as the U.S. Senate held hearings. 2 During the buildup of the controversy, Lilly's promotional material, as illustrated by the PDR, did acknowledge "drug dependence characterized by psychic dependence and, less frequently, physical dependence and tolerance," and compared the problems to that of codeine. The statement, however, was relatively lost in the text. 

Finally in 1980, more than two decades after the drug was first marketed to the public, the FDA required Lilly to display a large box in its promotional materials. Nearly one column deep, it is headlined "WARNINGS." The text in the box, with a bullet and bold print, begins "Do not prescribe [Darvon] for patients who are suicidal or addiction-prone." 

Neither the pharmaceutical companies nor the FDA can be relied upon to protect America from even the most dangerous adverse effects of psychoactive drugs before they cause havoc. 

 

Parallels Between Prozac and the Classic Stimulants

 

Since the SSRIs, including Prozac, have a stimulant profile of effects, it is useful to compare them to the classic stimulants, such as amphetamines and cocaine, in regard to their potential for addiction, abuse, and withdrawal symptoms. 

 

LISTENING TO COCAINE

 

Early in the sixteenth century, the Spanish conquistadores encountered the empire of the Incas and found them using the coca leaf in their religious rituals. 3 European interest in the medicinal qualities of coca leaf grew slowly in the mid-nineteenth century. By 1878 advertisements in the United States promoted it for "young persons afflicted with timidity in society." In 1883 the American manufacturer Parke-Davis advertised it in medical journals as a treatment for morphine addiction and alcoholism. 

Cocaine was first isolated from the coca plant in Germany in 1882. In 1883 a German army physician, Theodor Aschen-brandt, gave it to Bavarian soldiers on maneuvers and found that it improved their ability to surmount fatigue. Twenty-eight-year-old Sigmund Freud read Aschenbrandt's account and procured an amount for experimentation on his own patients and tried some himself. 4 

A poverty-ridden, professionally frustrated young man who suffered from periodic depression and exhaustion, Freud immediately became more cheerful after taking cocaine. He proclaimed it a "miracle drug" and in 1884 wrote to his fiancée, Martha Bernays, that he'd begun to take "small doses of it regularly against depression and against indigestion, and with the most brilliant success." He told her, "In my last severe depression I took coca again and a small dose lifted me to the heights in a wonderful fashion. I am just now busy collecting the literature for a song of praise to this magical substance." He sent some to Martha for her own use. 

In three months or less, Freud published an article extolling cocaine. His essay, according to biographer Ernest Jones, was written in the most brilliant style Freud would ever achieve. Jones observed, "There is, moreover, in this essay a tone that never recurred in Freud's writings, a remarkable combination of objectivity with a personal warmth as if he were in love with the content itself." Out of style for a scientific essay, Freud referred to administering an "offering" instead of a "dose" and used expressions such as "the most gorgeous excitement" to describe cocaine's effects. All this becomes even more remarkable in the light of Freud's seemingly loveless and cynical attitude toward most things in life, including people in general. 

In language uncannily similar to that of many of the Prozac users described in Peter Kramer's Listening to Prozac, Freud wrote that cocaine produced: 

 

[E]xhilaration and lasting euphoria, which in no way differs from the normal euphoria of the healthy person... . You perceive an increase of self-control and possess more vitality and capacity for work. ... In other words, you are simply normal, and it is soon hard to believe that you are under the influence of any drug... . Long intensive mental or physical work is performed without fatigue... . The result is enjoyed without any of the unpleasant aftereffects that follow exhilaration brought about by alcohol... . Absolutely no craving for the further use of cocaine appears after the first, or even after repeated taking of the drug; one feels rather a certain curious aversion to it. [Ellipses in Jones, 1953] 

 

Freud experimented with cocaine for approximately three years before its dangers made him give it up. In the process, he came under medical criticism for encouraging the use of such an addictive and mentally disabling substance. 

By 1890 the dangers of cocaine were widely known, but it continued to be used in popular drinks and various tonics, including those for shrinking the nasal membranes. Then in 1914, cocaine was subjected to the same controls as those for morphine and heroin, and state laws began to identify it as a "narcotic." It is no longer used in psychiatry but has limited medical application as a surface or skin anesthetic. 

 

LISTENING TO AMPHETAMINE

 

The first amphetamine was synthesized in 1887, but its stimulant properties were not recognized for forty years. Beginning with amphetamine (Benzedrine) in 1936 and later with dextroamphetamine (Dexedrine), these lab-produced drugs helped to usher in the modern era of antidepressants. Later on, methamphetamine (Methedrine, Desoxyn) became widely used as a potent street drug. Methylphenidate (Ritalin) is an amphetamine-like drug with essentially the same pharmacological properties. 

In language that once again anticipates today's claims for Prozac, medical reports in the 1930s made claims for startling emotional transformations in many or most patients receiving amphetamines. One researcher spoke of the "immediate, and often dramatic, value in breaking the stranglehold of depression, restoring 'energy feeling,' and renewing optimism, self-assurance, increased initiative, appetite for work, and zest for living." 5 

At a 1970 conference on amphetamines sponsored by the National Institute of Mental Health (NIMH), 6 Roger Smith from the Department of Pharmacology at the University of California described how the desired effects of speed include increased feelings of "confidence and well-being" and increased ability to perform motor tasks. Some users view speed as a consciousness-expanding drug. They find speed enables them to overcome their inhibitions and, in the words of one user, to "think and rap and get all of my philosophies out." 

In a similar vein, Everett Ellinwood, Jr., of the department of psychiatry at Duke described how users initially display "loquaciousness, decreased ambivalence, a sense of cleverness and crystal-clear thinking, and an invigorating aggressiveness." Another expert, John C. Kramer, verified that the drug produced "the feeling of ability and of invulnerability." "Suddenly, magically, volubility and gregariousness appear and boredom departs." 

A 1972 Consumers Union Report quoted expert Roger Smith:

 

Many of the young people who are currently involved in the speed scene report that they were initially attracted to the drug because of the instant improvement noted in self-image. Many suffered from feelings of inferiority and lack of self-worth, which manifested itself in chronic, and often debilitating, depression. 

 

Smith observed that creativity seemed at times to be enhanced. In the Haight-Ashbury speed culture of the 1960s, one woman compulsively drove herself to learn to play the guitar, practicing until her fingers were cut and bleeding. But she did learn and retain the skill. "Several artists changed their styles completely after turning to speed. Many began working with pen and ink, producing drawings of great detail and complexity." 

There is nothing unique about "listening to Prozac." People were "listening to speed" in much the same way, and in even greater numbers, in the 1960s. 

 

AMPHETAMINES AND SSRIs: PRESCRIBED FOR NEARLY IDENTICAL PURPOSES

 

Prescriptions for amphetamines, like those for the SSRIs, were written for depression, fatigue, and anxiety, as well as obesity. They were also prescribed for "facilitation of psychotherapy." Smith Kline and French advertised Dexamyl Spansules (a combination of Dexedrine and a sedative) in the September 8, 1955, New England Journal of Medicine as a miraculous panacea: 

 

For day-long relief of anxiety and depression in:

Premenstrual tension

Menopausal depression

Chronic headache and backache

Bronchial asthma

Abdominal spasm

Alcoholism

Convalescence

Arthritis

Weakness and vertigo

Pain or inactivity of chronic disease

Obesity

Psychogenic fatigue.

 

The ad promised that one daily dose of the long-acting preparation gives continuous all-day "relief of the mental and emotional distress you see in almost every patient." The blanket claim for success and the wide spectrum of recommended applications bears a shocking resemblance to professional and public attitudes toward Prozac. 

The legalized amphetamine craze vastly exceeded that as yet achieved by Prozac and the other SSRIs. Mitchell Baiter of the National Institute of Mental Health7 estimated that approximately 12 million adults in the United States—6 to 8 percent of the total population—used amphetamines by prescription in 1967. Druggists filled 23.3 million prescriptions for amphetamines, alone or in combination, in that year—approximately double the current rate for Prozac. This comprised 14 percent of all psychoactive drug prescriptions sold in the United States. About 80 percent of the patients were women. 

Despite the enormous enthusiasm that persisted for decades, Benzedrine was eventually withdrawn from the market because of its side effects and lack of efficacy, and last appeared in the 1982 PDR. The extremely popular combinations of amphetamines with sedatives were also withdrawn by the FDA, and Dexamyl last appeared in the 1980 PDR. 

Dexedrine has remained available, but in the 1970s Smith Kline and French was required to limit substantially its therapeutic claims. Once a "miracle" drug for depression, the FDA expunged depression from its list of officially sanctioned uses. The amphetamine is now approved only for narcolepsy (uncontrollable episodes of falling asleep) and attention deficit disorder with hyperactivity. 

Once regarded "as versatile remedies that were second only to a few other extraordinary drugs like aspirin in the scope, efficacy, and safety," amphetamines are currently viewed with grave caution. 8 The similarity of their effects and side effects to those of the SSRIs suggests caution about Prozac, Zoloft, and Paxil. 

 

AMPHETAMINE AND SSRI WITHDRAWAL

 

The medical profession and the public can be misled by the idea that addiction must involve obvious symptoms of physical withdrawal, such as nausea and vomiting, seizures, or cardiovascular collapse, none of which tend to occur with cocaine, the amphetamines, or SSRIs. The DSM-III-R confirms that in amphetamine withdrawal, "Paranoid and suicidal ideation [thoughts] may be present" and "Suicide is the major complication." 

In my workshops and consultations, I have become familiar with many cases of SSRI withdrawal, usually in the form of "crashing" with depression and fatigue, frequently accompanied by suicidal impulses. One woman in my practice with mild depression was being prescribed Zoloft by another physician. She spontaneously decided to reduce her Zoloft from 100 mgs. to 50 mgs. per day, and within a day or two lapsed into exhaustion and fatigue, profound depression, and a compulsive, alien-feeling desire to kill herself that seemed unrelated to any circumstances in her life. She felt improved, with complete relief from the suicidal feelings, soon after resuming the 100-mg. dose. She asked me to take over her medication treatment and, with careful supervision and the involvement of a close friend who lived with her, she tapered off the drug in one week. I had wanted her to take somewhat longer, but she was already feeling much better after six or seven days, and completely better in another week or two. 

In the case of Catherine, which I published in the medical literature, 9 I gave a consultation to a young woman who was prescribed Prozac for depression associated with the recollection of verified childhood sexual abuse. When out of town one weekend, she forgot to bring along her Prozac, and became "frantic to get it." She risked embarrassment by asking acquaintances at a conference if they knew people who might share their Prozac with her, and was relieved when someone volunteered. When she accidentally skipped her Prozac on one other occasion, her co-workers noticed her listlessly moping about and asked if she'd forgotten her medication. She did not, however, feel a craving to take more than her regular dose. 

Initially Catherine felt energized by Prozac and her depression was only partially relieved. Later in treatment, she became more severely depressed and suicidal for the first time since the actual abuse during childhood. An increase of Prozac to 40 mgs. did not relieve her depression, which led to her psychiatric hos-pitalization. She refused further medication and the depression gradually abated after termination of the Prozac. Her depression was probably drug-induced, caused by the reaction of her brain against the Prozac. 

Physicians Alan Louie, Richard Lannon, and Luriko Ajari published in the March 1994 American Journal of Psychiatry a case of withdrawal from Zoloft involving "fatigue, severe abdominal cramps, and distention" as well as "insomnia, increased dreaming, slight shortness of breath, impairment of short-term memory, and influenza-like symptoms consisting of general aching, chills without fever, headache, and sore eyes." All these symptoms quickly abated when Zoloft was restarted at a small dose. The authors believe that withdrawal may turn out to be more common with Zoloft than with Prozac because of the former's shorter half-life. They believe the withdrawal may also be due to Zoloft's capacity to affect two other receptor systems, acetylcholine and the opioids. 

 

AMPHETAMINE AND PROZAC DRUG ABUSE

 

The dangers of amphetamine abuse and addiction were first reported in the medical literature by E. Guttman as early as 1939, a mere two years after Benzedrine was synthesized. But relatively few voices were raised in concern and it would be decades before official recognition of the dangers. 

The 1957 World Health Organization (WHO) report on amphetamine addiction commented that abusers ingest "amounts far exceeding the usual therapeutic dose, they may be prepared to break the law to obtain supplies, they are dependent upon it, and sometimes become psychotic. Furthermore, withdrawal symptoms may occur, notably states of depression in which suicide may occur." 10 

The illicit abuse of amphetamines broke out in epidemics, as in Japan in 1954-6, Scandinavia in 1965-8, and California's Haight-Ashbury in 1966-9. Many of the reports we have drawn upon in this chapter came from expertise developed as a result of the Haight-Ashbury experience. 

In 1975 Grinspoon and Hedblom pointed out that withdrawal problems can occur "when amphetamine has been taken only for a short time and the dosage has not been increased," but that it is most severe after the user has been taking high, intravenous doses. In 1975 Grinspoon and Hedblom declared, "Contrary to much medical and popular opinion, the amphetamines are probably as addictive as heroin." 

Any routine use of stimulants for managing life is likely to be harmful. In the 1966 Journal of the American Medical Association, P. H. Connell, M.D., described the various levels of amphetamine dependence among adolescents, and pointed out that even relying on two or three tablets per day was injurious. 

By the 1960s, in part through awareness of massive drug abuse in the Haight-Ashbury section of San Francisco, many experts became convinced about amphetamine's potential for serious abuse. But as the large numbers of prescriptions at the time indicate, practicing physicians, some of the medical establishment, and the pharmaceutical industry were slow to recognize the seriousness of these problems. 

In the 1960s, the Physicians' Desk Reference began to recognize that there was a danger of "psychological dependence," but only in "unstable individuals." It was not until 1975—after nearly forty-five years of clinical use—that the FDA finally required Smith Kline and French to place a separate box in the PDR that warns in capitalized letters that amphetamines "have a high potential for abuse." The FDA and the drug companies listed "assaultiveness" under overdose, but never acknowledged the widespread problem of paranoid ideation and violence, including murder. The latest 1994 PDR, with its FDA-approved description of the drug, persists in this failure to underscore the danger of violence and there is still no mention of suicide. 

The history of the pharmaceutical industry and the FDA in regard to amphetamines is telling. Similarly, the evidence is mounting in regard to Prozac-induced abuse, violence, and suicide. One wonders how long it will take the FDA and industry to give official recognition to the dangers posed by Prozac. Meanwhile, evidence is building for Prozac abuse. 

Marcus Goldman, Lester Grinspoon, and Susan Hunter-Jones mention anecdotal reports from Italy that indicate a new "illicit" drug known as "Bye-Bye Blues" is in fact Prozac. The authors describe their own case of a former drug abuser who claimed to achieve a high on Prozac from as little as 1 mg. per day. After breaking open the capsule, "She ingested the powder by sucking it into her mouth and described the experience as similar to 'speeding' —giving her increased energy and the ability to interact socially with others." Much as any speed addict, she titrated her dose to balance between excessive stimulation and severe drowsiness. James Wilcox reported a case of "abuse" concerning an anorectic woman who took up to 120 mgs. per day in a successful effort to lose weight. 

We have recently heard anecdotal stories of college students sniffing Prozac for a high. High school students who formerly abused drugs have informed us that there is a great deal of experimentation with Prozac. Youngsters are trying to snort and to smoke it. Whether it produces a real high under these conditions seemed uncertain to our informants. They are aware of occasional individuals who do get high by ingesting Prozac and who try to obtain it from doctors for that purpose. 

One of my patients was asked by his fourteen-year-old son if he could get some Prozac. There were other boys in class who were glad to be taking Prozac because it made them feel good and some of them had been passing it around. When children start asking for a drug, it's a sign that abuse is possible. 

The street value of Prozac among youngsters in Bethesda, Maryland, we are told by former drug abusers, is $3 to $4 per pill. The price remains relatively low because the drug is so readily available to youngsters through their own psychiatrists and pediatricians. 

 

Evidence from the Streets About Prozac's Potential for Abuse and Addiction

 

In a retrospective on the synthesis of amphetamines in his laboratory years earlier, Chauncey Leake commented on his dismay when these stimulants began to be abused during the 1960s in California: 

 

It was shocking to learn in connection with the drug culture in the Haight-Ashbury district of San Francisco, that methamphetamine was beginning to be obtained on the black market, and used by vein. This is certainly something we never anticipated. It was badly abused. 

 

Is the same story unfolding once again in the same place— Haight-Ashbury—this time with Prozac?

Darryl Inaba is a doctor of pharmacy who, since 1967, has worked in the Haight-Ashbury Free Clinic, where he is now director of drug-abuse treatment programs. My attention was drawn to Inaba through an interview entitled "Prozac 'Abuse' " by Fred Gardner in the Anderson Valley Advertiser (California). 

Inaba told Gardner "from its early use in our clinical situation, patients mentioned that it had an arousal effect... . Prozac offered you actual, perceivable good feelings. Creative, reinforcing, positive. ..." 

Inaba and his colleagues were originally attracted by the margin of safety in regard to suicide. But then:

 

We got concerned about the very pleasurable, reinforcing arousal effect, because we're dealing with a population that likes to be in pleasure, and may misuse any drug that brings them pleasure. We've had some testimonies from clients who claim they inject Prozac, and others who take it to get high. ... A lot of people are taking Prozac now and claiming they're "better than normal." That's a scary phrase. What is "better than normal"? 

 

As a doctor of pharmacy, Inaba was able to comment on Effexor, a drug that blocks the reuptake of both serotonin and norepinephrine. He observed, "Well, they're getting pretty close to cocaine and speed there." Cocaine and amphetamine block the reuptake of serotonin and norepinephrine, and also dopamine. 

Inaba expressed concern about the possibility of unsuspected long-term damaging effects from SSRIs: "Despite the hurdles and hoops that the FDA makes people go through to get a drug approved, we still end up with a guinea pig situation." 

I interviewed Inaba by telephone on March 14 of this year. He confirmed his interview with Gardner and explained that his group of addiction-prone patients were especially sensitive to any drug's abuse potential. To date, Inaba has seen about a dozen cases of Prozac abuse, including injecting the drug or getting high on the capsules. Included in the dozen are individuals who had kicked their speed or cocaine habit, only to have it restimulated by taking Prozac. Prozac became a transition drug back to addiction and abuse. 

The current "casual" attitude toward Prozac reminds Inaba of Valium during the 1960s and 1970s. Like Prozac, it was promoted as nonaddictive and also as relatively safe in overdose. Yet 

Valium turned out to be addictive and to be very dangerous in overdose when combined with other drugs and alcohol.

There seems no doubt that Prozac abuse has begun. How far it will escalate remains to be seen.

 

Research Evidence for Prozac's Abuse Potential

 

If Prozac has an abuse potential similar to that of the stimulants, then laboratory studies should be able to demonstrate that Prozac can actually substitute for stimulants in animals who have been trained to use them. Specifically, will animals find the craving for amphetamines relieved by Prozac? 

Linda Porrino and a team at the National Institute of Neurological Diseases and Stroke reviewed the literature and observed that animals want less amphetamine when given drugs such as Prozac that stimulate serotonergic nerves. Porrino's own study found that pre-treatment with Prozac reduced a rat's desire for amphetamine. While she raises doubts about the hypothesis, she recognizes that her data suggest that Prozac "may be potentiating the effects of or substituting for amphetamine." Similarly, Dianna Yu and a team from the Texas Tech University Health Sciences Center reported that injections of Prozac into rats markedly reduced their intake of amphetamine. 11 

Can the same phenomenon be demonstrated in experiments with humans? As indicated by Inaba's report from the Haight-Ashbury clinic, will people substitute Prozac for stimulants and vice versa? 

In the February 1993 Psychiatric Times, Yale professor of psychiatry Thomas Kosten cites two as-yet-unpublished studies confirming the Prozac-cocaine connection. One shows that Prozac can significantly reduce cocaine abuse in patients, while another, by Kosten himself, has shown that Zoloft can ameliorate cocaine abuse. 

In a published research project, psychiatrists Mark Pollack and Jerrold Rosenbaum of the Massachusetts General Hospital administered Prozac to eleven cocaine abusers, five of whom were successfully treated. Pollack and Rosenbaum present case examples in which Prozac relieved the "craving" for cocaine, enabling the patients to abstain from the stimulant while taking the SSRI. Other studies have failed to confirm these positive results, and it will take a while to determine how interchangeable Prozac is with stimulants. 

In comparing Prozac, Zoloft, or Paxil to speed, it is generally true that comparable psychoactive drugs that have more immediate and short-lived effects will have a more profoundly disruptive effect on the brain and mind. 

Prozac and the other SSRIs usually—but not always — require several doses to have a noticeable impact on the individual. The buildup to maximum effect can take ten days to four weeks. By contrast, cocaine and amphetamine both take effect rapidly, sometimes within minutes. Some methods of using crack cocaine are nearly instantaneous—causing a dramatic high. 

The SSRIs, slower to get started, are also slower to wear off. Prozac, for example, remains at half its original concentration in the bloodstream for up to nine or ten days after stopping the drug, and can continue to have an effect long afterward. The half-life of Zoloft's major active metabolite is much less, in the range of 62 to 104 hours. The half-life for Paxil is yet shorter, in the range of one day, but still much longer than that of the classical stimulants. 

Because of their relatively short half-lives, we would expect greater withdrawal reactions for Zoloft and especially Paxil, and as we already described, there is a recent case of withdrawal reaction from Zoloft reported in the literature. 12 While withdrawal reactions play only a part in the addiction syndrome, they often signal that a drug has abuse potential. 

In sharp contrast to all of the current SSRIs, Dexedrine's concentration in the blood is halved in half a day, while Ritalin's is halved in a mere three hours or so after the last dose. Cocaine's loss of effect is even more rapid, depending on the method of administration. 

The difference in rapidity of onset and length of duration means that Prozac will tend to have a smoother action than the other SSRIs and the classical stimulants. Cocaine and amphetamines more drastically jerk the brain up and down with their abrupt onset and quick washout. To the extent that Prozac mimics speed as a stimulant drug, it will do so less dramatically in most cases. But over time, the effect may be no less dramatic or disastrous. 

 

Peter Kramer and the Prozac-Cocaine Connection

 

After toying with the question throughout Listening to Prozac, Peter Kramer concludes that a fine distinction can be drawn between Prozac and stimulants like cocaine: "Prozac simply gives anhedonic [lacking in pleasure] people access to pleasures identical to those enjoyed by other normal people in their ordinary social pursuits." 13 In other words, a Prozac "high" isn't really high—it's normal. 

But how can Kramer distinguish between an abnormal drug-induced high and a normal drug-induced mood elevation? We shall repeatedly find that Prozac mood elevation can come at the expense of sensitivity—a fact that Kramer himself stresses. And, further, it can come at the expense of rationality and judgment. On the other hand, it's also apparent that Kramer's claim—that Prozac promotes normal zest—is precisely what most users of stimulants have always claimed, from Sigmund Freud in nineteenth-century Europe to youngsters snorting and inhaling the same substance in contemporary America. 

Kramer also justifies Prozac by exaggerating the addictive qualities of amphetamines and cocaine: "Cocaine and amphetamine do not satiate but, rather, excite further desire; stimulant addicts will tend to 'go on a run' and rapidly use all the drug at their disposal." 14 While this is true of some desperate addicts, the vast majority of stimulant users do not respond in this manner, especially when the drug is prescribed by a physician. For example, amphetamines, including Ritalin, are now routinely administered to children and adults diagnosed with Attention Deficit-Hyperactivity Disorder (ADHD), with only a relatively small percentage of people escalating their dosages. Yet amphetamines are recognized as highly addictive. 

Similarly, Kramer states that, "Amphetamines, cocaine, heroin, opium, alcohol, and other street drugs used to elevate mood all ultimately result in a 'crash.' " But such a blanket statement is untrue. Millions of people have used those addictive drugs—including opium and alcohol—often for a lifetime, while remaining on a relatively even emotional keel. 

Speaking of one of his own cases in a similar vein, Kramer says, "Hillary's initial short-lived success on Prozac sounds like a favorable reaction to 'amphetaminelike effect,' except that it lasted weeks rather than days." 15 Kramer's emphasis is incorrect. As Freud initially found, cocaine—as well as most stimulants— can maintain its impact after months or years of use. Millions of people use prescribed and illicit stimulants, from caffeine to cocaine, for years on end without losing the drug effect. And while the effect does tend to wear off for some people who use classic stimulants, it also wears off for some people who use SSRIs. 

 

To this day, many physicians continue to underestimate the dangers of amphetamines, much as they miscalculate the problems associated with Prozac. Under the Controlled Substances Act, the FDA classifies Ritalin in Schedule II—the most addictive class of drugs in medical use. It shares Schedule II with other stimulants (Dexedrine and cocaine) and with narcotics (morphine). 16 This places it two categories above the minor tranquilizers, like Valium and Xanax, in terms of degree of addictive potential. Yet doctors who prescribe Ritalin for children routinely overlook the fact that it is a form of "speed." They tell patients and their families that it is not habit forming. CH.A.D.D. (Children with Attention Deficit Disorders), a parents' organization that favors drugging their children with Ritalin, is currently lobbying the FDA to remove Ritalin from Schedule II. 

We turn now to a yet more menacing connection between SSRIs, such as Prozac, and amphetamines—the production of violence and suicide. 

 


 

Six

Drug-Induced Paranoid, Violence, Depression, and Suicide

A Comparison Between Prozac and Amphetamines

 

At six-foot-two-inches with a trim build, blue eyes, and golden hair, thirty-seven-year-old Dwight Harlor III looks like a grown-up boy scout. If he weren't shy, he'd come across like a movie star. 

Most of Dwight's life has been as unblemished as his appearance. Until recently, he had no history of psychiatric problems, let alone suicidal or homicidal tendencies. Two speeding tickets in a lifetime comprised his brushes with the law. He's a conservative midwesterner. 

In the fall of 1989 stresses began to build in Dwight's family life. His mother had a series of strokes that resulted in a coma. After she awoke, she was never again able to take care of herself. A few months later, Dwight's father suffered a heart attack and required surgery, and Dwight and his wife found themselves nursing both his parents. According to Dwight, these and additional stresses in his wife's family were too much for them to weather as a couple, and his wife separated from him and obtained a divorce in January 1991.41

Dwight had ongoing, acrimonious conflicts with his estranged and then former wife. He felt betrayed and could not bear losing her. On one occasion prior to their separation, he shook her and gave her a vague warning during an argument. He did have a temper and would at times yell at her, but beyond the incident of shaking her, he never threatened or perpetrated violence. 

At the time of the divorce, Dwight was employed as a quality-control engineer at an aircraft company, and he continued to perform well at work. Among thirty-two employees in 1990, he was one of two who received a superior rating. He was well liked on the job and was viewed as a very friendly, cooperative, genuine, and intelligent man. His previous work record was good, too, and he'd been given a high security clearance. 

During the illnesses of his parents and then the divorce, Dwight became increasingly upset and depressed, although he was never suicidal, and his work remained unimpaired. The nurse at the company clinic suggested Prozac and referred Dwight to a general practitioner as well as to a psychotherapist. At the end of August 1990, Dwight started taking 20 mgs. of Prozac each morning by prescription from his general practitioner, and in a few days he felt much better. He reports, "It gave me energy, made me cheerful, and gave me the desire to get out and do things." Not one to rely on others for help, Dwight attended only a few therapy sessions. Besides, Prozac was all he needed. 

Dwight was unaware of most of the changes taking place in him after he started Prozac, and could not fully describe what happened to his work relationships; but co-workers and friends, who did not know he was taking a psychiatric medication, saw him transform into a totally different person. According to a man who knew Dwight well, over a two-month period Dwight grew increasingly "hyper," impatient, belligerent, and difficult to work with. He would become outraged in meetings and retreat into his office and cry. His memory, usually very sharp, seemed to be failing him, and he became forgetful. 

Another of Dwight's co-workers, an engineer whose former boyfriend had used amphetamines, wondered if Dwight was taking speed. When she tried to ask Dwight about it, he wouldn't tell her anything about the pills he was taking except "I need them." She told me, "He sounded hooked." She was not surprised when another concerned colleague took her aside to explain that Dwight seemed "speedy" and "racy," and to wonder with her if their mutual friend was "on something." 

Dwight's natural shyness now became exaggerated as he withdrew inside himself, related less and less to people, and, perhaps out of embarrassment, tried to keep his medication a secret. He did not, however, increase the dose beyond the 20 mgs. each morning, a fact substantiated by his prescription records. 

Although a gun collector, Dwight had not loaded and fired a gun in more than five years. Then one night about ten weeks after he started taking Prozac, he loaded a pistol, cocked it, and put it to his head. After that, he had enough presence of mind to remove the ammo from his house. 

Asleep or awake, the nights became harrowing for Dwight. "They became horrible. I probably slept two or three good hours a night. I would toss and turn. When I would sleep, I had horrible, bizarre dreams of trying to crash my car, of people chasing me with knives to kill me, of confronting my ex-wife and then asking her to kill me. Many times I awoke screaming, covered with sweat, the blankets on the floor. I reached the point where I did not want to live any more. I came close to committing suicide, but in the early morning hours, I would telephone a friend, and that would calm me down." 

When his prescription ran out, Dwight almost immediately became exhausted, anxious, and much more depressed. His hands would start shaking. He knew he was getting worse, but had no idea that it might be due to withdrawal. Within a week, he refilled the prescription and within three or four days felt better. In about one more month, when the prescription ran out, he again decided to go without the drug and again the symptoms returned, this time to an almost incapacitating degree. He was off medication for most of a month when he resumed taking it yet again. 

Dwight's nightmares grew worse and he developed obsessive thoughts and activities. One night between 2:00 and 4:00 a.m., he went out and picked bushels of beans from his garden, illuminating the patch with his auto headlights. Although he used to hate the chore, he would iron his shirts over and over again, and sometimes get up again at night to make sure he'd done enough of them. He would also run the vacuum sweeper at all hours of the night. He remarked to me, "It's a wonder that my Hoover sweeper still has its wheels, as much and as fast as I pushed it around the house." 

Dwight became so paranoid that he was afraid to enter his house at night. He heard weird whining sounds and sometimes saw the glare of lights out of the corner of his eye. He became convinced the house was occupied by evil forces, an idea that would have struck him as insanely ludicrous a few months earlier. 

Although Dwight knew he was sensitive to drugs—even caffeine could make him feel wired—it did not occur to him that Prozac might be doing the same thing to him, only worse. The Prozac had helped in the beginning and he got abruptly worse when he stopped taking it. Prozac seemed like all that stood between him and insanity. Besides, when taking the drug he felt energized, and sometimes experienced feeling better and stronger than ever, as if he could do anything. 

No one had warned Dwight that Prozac could cause any of the problems he was having—the agitated feelings, the insomnia and nightmares, the strange obsessive thoughts, the nausea and increasing weight loss. He would lose almost twenty pounds from his already trim frame by the time his experience with Prozac was over. 

Twelve days after restarting Prozac, Dwight began the worst night of his life—leading to by far the worst day of his life and probably his ex-wife's as well. "On February 25, 1991, I slept only a few hours and once again awoke with a fearful scream from a horrible nightmare. My mind was racing. I was shaking and covered with sweat, and I felt an overpowering energy. I was so agitated, I was vomiting. I was totally out of control." He had a headache, he was shaking, and his heart was pounding. He lost track of time and the certainty of whether he was asleep or awake. 

Dwight is unsure, but thinking that Prozac was his best hope, he may have taken a second pill in the early morning—at 4:00 or 5:00 A.M. He'd been vomiting most of the night and, by morning, could no longer tell if he was awake or stuck in a nightmare. "The last thing that I recall," he told me, "is that I slid down the bedroom wall and passed out on the floor." In retrospect, we know that he took two .22-caliber pistols and loaded them from a small supply of ammo he had recently found stashed away in a drawer. 

Armed, Dwight went to his ex-wife's house and broke down the front door. He dragged her naked from the shower, handed her one of the guns, and begged her to shoot him. A gun went off and, although no one was hurt, it shocked Dwight into a semblance of reality. He recalled, "I saw what was going on from up above —from a corner in the ceiling of the room." 

Dwight tried to reassure his terrified ex-wife that he wouldn't hurt her, and then he left the house and voluntarily admitted himself to a mental hospital. 

In the hospital, Dwight's Prozac was immediately stopped, and a nurse told him it could make people "crazy" and "violent." He was tried on another antidepressant, Elavil, and a very small dose "zonked" him. He took extremely small doses for the two weeks of the hospitalization and for two weeks afterward, because they helped him sleep. He was given the very mild diagnosis of Adjustment Reaction of Adult Life—the response of an otherwise normal adult to unusual stresses. His psychological testing turned out "normal," a result I've seen in hospitalized patients only once or twice in my career. 

When Dwight contacted me, he was facing five felony charges and potentially thirty-seven years in jail. In the hope of ameliorating his sentence, Dwight and his attorney decided to make a "Prozac defense" on the grounds that Prozac had contributed to his violent actions. They called upon me to give an expert opinion. 

After reading his records and interviewing him for six hours, as well as interviewing people who knew him—I wrote a report to the prosecutor describing Dwight's attack on his ex-wife as a stimulant drug reaction. While there was no doubt he was angry and upset with her, and unable to let her go, I concluded that his brain had been impaired by the drug, and that he most likely would not have become violent if he had not been in a toxic, stimulant condition. 

Despite the violence of Dwight's acts, his attorney, Ed Davila, was successful in making a plea bargain in which Dwight did not have to spend any time in jail. Davila believes that the Prozac defense was key. It was based on the concept of involuntary intoxication—that Dwight could not have known that the drug might influence him to commit violence and was therefore not responsible for its effect on him. 

Dwight has now become the Ohio director of the Prozac Survivors Support Group, Inc. (see Appendix), and he volunteers in educating the public about Prozac. Toward that end, he gave me permission to tell his story, using his real name. 

Had Dwight had better medical care—if he'd stayed in psychotherapy or been more closely monitored by his general practitioner—his toxic state might have been recognized and the medication stopped. But very likely not. Physicians have been told by Lilly and the FDA that Prozac doesn't cause severe behavioral problems like Dwight's, and many prescribing physicians don't want to believe it themselves. The truth is that many unwitting physicians might have increased Dwight's dose of Prozac when he became increasingly disturbed. 

 

The Parallels Between Prozac and Stimulant Drugs

 

THE BASIC SIMILARITY BETWEEN EXTREME PROZAC AND AMPHETAMINE RESPONSES

 

The story of Dwight Harlor III could have been told without changing any significant detail except for substituting amphetamine or cocaine for Prozac. Like people on speed, Dwight was initially energized in a positive fashion by Prozac, and then began to suffer insomnia and nightmares, eventually becoming isolated, paranoid, and belligerent. He began to have abnormal sensory experiences. He even became nauseated and lost weight. Dwight's clinical profile was indistinguishable from that of someone experiencing amphetamine toxicity. 

It is a story I heard repeated dozens of times as I talked with Prozac survivors around the country, leading me to publish a mid-1992 Center for the Study of Psychiatry report describing the Prozac stimulant syndrome. 1 It seemed apparent that these toxic responses were largely determined by Prozac rather than by any pre-existing condition. Most of the episodes had what clinicians call an "organic flavor"—the individuals were delirious, confused, disoriented, or otherwise impaired in their brain function. In other words, the symptoms were typical of those associated with a toxic physical disorder of the brain. The reactions appeared after starting the drug, and sometimes they coincided with withdrawal. 

These adverse drug reactions almost always spontaneously disappeared within weeks after drug withdrawal and without further treatment, although often there were lingering effects. If, for example, the reaction was nothing more than a manic episode unrelated to drugs, then it would rarely spontaneously improve. In addition, a number of these patients were given Prozac not for depression but for other problems, including fatigue, weight loss, and obsessions and compulsions. 

Some individuals also became suicidal and violent while on Prozac without having the full-blown stimulant syndrome that I have described. I have seen this in my own practice. This, too, can be found in amphetamine reactions. 

The major adverse effects of the amphetamines—like those of Prozac—are exaggerations of the desired effects, specifically stimulation, including insomnia, anxiety, and hyperactivity. The most common drawback to continuing amphetamine from the user's perspective is the activation syndrome—"the hand-wringing, pacing, and excess energy may produce an acute anxiety reaction." 2 As is now commonly done with Prozac, amphetamines were often prescribed along with a sedative to relieve overstimulation. 

Had the FDA followed the conclusions of the March 1986 "Safety Review" by its own expert, Richard Kapit (see page 65), and required a warning about Prozac's stimulant effects, tragedies like Dwight's would be much less likely to occur. Most physicians know that stimulants like the amphetamines and cocaine can produce agitation, paranoia, and violence, and they would have been alerted to the same dangerous possibility with Prozac. 

It will be helpful to review the capacity of both the classic stimulants and the SSRIs to produce abnormal behavior such as paranoia, violence, depression, and suicide. The comparison to stimulants confirms that drugs can indeed produce these dangerous behavioral effects, and helps us to anticipate the dangerous effects of the SSRIs before they become fully documented. It also underscores that the drug companies, the FDA, and the psychiatric profession tend to resist recognizing the dangerous behavioral effects from psychoactive prescription drugs. While nonpsychiatric physicians are also responsible for this problem, they tend to follow the lead of psychiatric experts. 

 

STIMULANTS AND PROZAC BOTH CAUSE COMPULSIVE BEHAVIOR

 

We have seen how Prozac users can develop bizarre compulsions. They may spend hours cleaning windows from the outside in the dark or simply cleaning house. Many speed users also develop compulsive and seemingly meaningless repetitive activities, such as polishing and fondling stones or beads for hours on end, or taking machinery apart and putting it back together again. Sometimes "speeders" devote days to activities like polishing a car or making drawings full of minutia. Sometimes the compulsive activities become self-destructive, as in skin-picking. 3 

The compulsiveness in part reflects a drug-induced narrowing of focus4 that may be related to stereotypical behavior in animals produced by the same drugs. Stereotypical behavior in animals involves purposeless, repetitive voluntary movements that are carried out for periods of time at the expense of all other activities. Rats may spend inordinate amounts of time licking, gnawing, or sniffing, while dogs or chimpanzees may compulsively run or walk around in a repetitive fashion. 5 

This stereotypical behavior, with its compulsive attention to very limited or boring tasks, may be the sought-after effect in giving amphetamines, including Ritalin, to schoolchildren. Compulsiveness also is an aspect of Prozac-induced violence and suicide. 

 

STIMULANTS AND PROZAC BOTH CAN CAUSE VIOLENCE

 

In 1980 the National Institute of Drug Abuse (NIDA) published a compendium of reports on Use and Abuse of Amphetamine and Its Substitutes, edited by James and Carol Spotts. The editors point out: "Initially it was thought that there were no serious adverse psychological effects associated with the use of therapeutic doses of amphetamine." 6 However, they remark, as early as 1938, cases of paranoid psychosis were reported in routine medical use. The problem came to a head over the use of relatively low-dose Benzedrine inhalers for respiratory problems. While predisposing factors may play a role, Spotts and Spotts emphasize that minimal doses (5 to 10 mgs. of amphetamine) 7 can cause psychosis—an important consideration in evaluating reports of abnormal reactions on relatively low doses of Prozac. 

Spotts and Spotts put it succinctly: "Reports of incidents of violence and aggression by amphetamine abusers permeate the research literature." 8 Roger Smith from the Department of Pharmacology at the University of California stated the following at a 1970 conference on amphetamines sponsored by the National Institute of Mental Health (NIMH): "[T]he literature is replete with accounts of violent behavior by individuals using oral amphetamines in isolation." 

During the 1954 to 1956 Japanese epidemic of amphetamine use, more than 50 percent of sixty murders occurring in Japan in a two-month period were connected with amphetamine abuse. The slogan "Speed Kills" referred in part to the murderousness sometimes induced by the drug. 

Amphetamine expert E. H. Ellinwood, Jr., M.D., from the Duke University Department of Psychiatry, "observed several cases in which amphetamine-induced paranoid delusional thinking, panic, emotional lability, or lowered impulse control was directly related to the series of events leading to a homicide." 9 Some of the main characteristics of people taking amphetamine included "suspiciousness, hyperactivity, and lability [instability] of mood." They become "suspicious of their family, friends, strangers, and lovers." John Kramer, M.D., from the Orange County Medical Center in California, concluded that there can be little or no doubt that these stimulants produce violence where it might not otherwise occur. Amphetamine withdrawal can also precipitate increased paranoia and violence. 10 

Although the American Psychiatric Association tends to be very supportive of pharmaceuticals, its 1987 diagnostic manual, the DSM-III-R, confirms the danger of violence associated with stimulant drugs, such as Dexedrine and Ritalin. 11 

 

STIMULANTS AND PROZAC BOTH CAN CAUSE DEPRESSION AND SUICIDE

 

As early as 1966, the American Medical Association issued a formal warning about amphetamine dependence, noting that withdrawal can "trigger a depressive or schizophrenic reaction, sometimes with suicidal potential." A recent chapter on the abuse of stimulants in Treatments of Psychiatric Disorders (1989) reconfirms, "The depression of the crash can be extremely intense and may include potentially lethal, but temporary, suicidal ideation [thinking], which remits completely when the crash is over." 12 Notice that the suicidality is drug-induced and disappears when the drug wears off. 

 

PALLIE CARNES: A CLOSE CALL ON PROZAC

 

Pallie Carnes is an example of a patient who might have been saved from tragedy had her physician been aware of the Prozac stimulant syndrome. She testified at the 1991 FDA Prozac hearing about how she had been prescribed Prozac for weight loss. 

In a personal interview this year with Ginger Breggin, Pallie reported that she had no previous psychiatric history prior to starting Prozac. Her doctor prescribed the drug as a diet pill because she was sixteen pounds overweight, and never told her it was an antidepressant psychiatric drug. 

At the FDA hearings, she testified:

 

I was put on Prozac for weight loss, since I had had a baby the year before and I was having a hard time getting the stubborn pounds off... . [A]nd only three days after being put on Prozac I started having terrifying nightmares. I would wake up screaming and the nightmares always had something to do with death. 

I couldn't laugh and I couldn't cry. I started having headaches and forgetfulness. I had no emotions at all. Soon after, I started having suicidal thoughts, followed by a suicide attempt. I was always very agitated with the people I had to deal with on a daily basis. My friends and family were very concerned about me. My children did not understand what was happening to their mother. I didn't realize what I was putting them through. And to top it all off, I gained weight. 

Then, from watching a TV talk show, I learned that Prozac was an antidepressant drug and not a weight-loss aid and that a lot of people taking Prozac were having the same symptoms that I was having. I quit taking Prozac that day, and soon after, I started feeling like my own self again...

 

I was a different person while I was taking Prozac. I was a zombie. I would sit and stare. I was completely without emotions. If you can only realize how this feels, not to be able to laugh or cry and not know why. I didn't have the patience to help my children with their homework or the energy to play a game with them like I usually do. But I didn't care. I only knew that I did not want to be around anyone, and that included my family... . 

Eli Lilly calls Prozac the wonder drug, and I wonder why. Thinking back on how this drug affected me, does a wonder drug rob you of a conscience? Does a wonder drug make you forget the difference between right and wrong? I no longer wonder about this so-called wonder drug; I now know that I wouldn't be here today if I continued taking this killer drug... . 

I tried to commit suicide in front of my five children. I didn't know what I was doing and don't remember exactly what happened. All I know is that my husband took the gun away from me and my children were looking in from the other room. 

What would have happened if these children had seen their mother commit suicide? I was only put on it for weight loss—weight loss. Is it worth it for my children to be motherless today because of a drug that has no side effects, I was told—had no side effects —but yet it brought me to the brink of holding a gun to my head and almost killing myself. 

 

Although Pallie was unaware of the significance of it until we questioned her, she had undergone Prozac-induced stimulant side effects, including violent nightmares, sleeplessness, and lack of concentration. She felt "shaky inside, like panicky," but outside she was a "zombie." She felt "speeded up on the inside, but not on the outside," except for pacing a great deal. At times she was obsessed with suicide. For the first and only time in her life, she found herself compulsively washing and rewashing her hands. 

Once Pallie stopped taking Prozac, her symptoms immediately began to clear up, although the fatigue, headaches, and forgetfulness lasted for some time. She feels her life has finally returned to normal. 

 

STIMULANTS AND PROZAC BOTH ARE REUPTAKE BLOCKERS

 

From early on, it was apparent that three neurotransmitter systems are potentially involved in amphetamine-induced behavioral and mental abnormalities—dopamine, norepinephrine, and serotonin—all of which are energized by amphetamines and cocaine. 13 Cocaine is known to block the reuptake42 of dopamine, norepinephrine, and serotonin in the brain, amplifying the impact of these neurotransmitter systems. Amphetamines also block the reuptake of these three neurotransmitters, more especially dopamine. Prozac more specifically blocks the reuptake of serotonin, but also affects dopamine and norepinephrine. 

Patients sometimes report hallucinogenic experiences while taking SSRIs, amphetamines, and other drugs that stimulate serotonin nerves. 14 

In 1986, researcher Kurt Rasmussen and his colleagues at the Yale University School of Medicine found that the power of many hallucinogenic drugs was proportional to their activity at serotonergic receptors. In his book Food of the Gods, Terence McKenna points out that many hallucinogenic substances, such as LSD and hallucinogenic mushrooms, are chemically related to serotonin and its precursor tryptophan. 15 Psychologist Donald Templer and his co-authors observed in 1992 that "it is generally believed that the hallucinogenic properties of many other drugs (such as MDMA, mescaline, and psilocybin) are due to their interaction with serotonin systems in the brain." 

 

A Summary of the Similarities Between Stimulants and Prozac

 

A point-by-point summary of the comparisons between the classical stimulants and Prozac presents ominous parallels.

 

• Both groups of drugs produce stimulant syndromes in routine use.

• Both were quickly and widely embraced with testimonials by doctors and patients concerning near-miraculous mood-elevating effects. 

• Both continue to be prescribed by many physicians who claim that patients experience few side effects and no withdrawal problems. 

• Both reached epidemic proportions of prescription use.

• Both can produce very dangerous behavioral aberrations.

• Both are reuptake blockers that cause abnormal hyperactivity of serotonergic nerves and impact as well on the dopaminergic and adrenergic nerves. 

• Both have repeatedly been whitewashed by their respective drug companies and the FDA.

 

The history of the pharmaceutical industry and the FDA in regard to amphetamines is telling. Physicians and much of the public know that stimulants are very dangerous drugs, yet the pharmaceutical industry and the FDA have been slow to mandate public warnings. The evidence is mounting regarding the potential of Prozac to cause many of the same devastating side effects—including violence and suicide—of the stimulants. One wonders how long it will take for the FDA or Eli Lilly to provide adequate warnings regarding Prozac. 

Finally, don't forget that the Appendix provides you or your doctor with the form for reporting an adverse drug reaction directly to the FDA. 

 


 

Seven

Can Prozac Cause Violence and Suicide?

What Survivors, Independent Researchers, and the FDA Have to Say

 

On September 20, 1991, the FDA held a hearing to determine whether or not antidepressants in general can cause destructive behavioral reactions such as suicide and murder. 1 The hearings were called because of the enormous media attention generated by a combination of spectacular murders committed by persons taking Prozac and by a Harvard research team's clinical report describing six cases of Prozac-induced compulsive, violently suicidal thoughts. 

Background of the Hearings

The manufacturers of each of the many antidepressants were invited to make presentations at the September 1991 Prozac hearing, but Eli Lilly was the only one to respond. At issue was whether or not the drug company should be required to change the Prozac label to include a warning that the drug could cause or worsen violence against self or others. 

The final determination regarding Prozac's label would be made by the FDA, in particular, by psychiatrist Paul Leber, longtime director of the FDA's Division of Neuropharmacological Drug Products. The hearing was held before the FDA's advisory committee on psycho-pharmaceuticals, a group of experts that the FDA itself selects. A number of FDA-chosen consultants were also invited. 

The hearing began with public testimony, some of which has been included as case history throughout this book. Various interested organizations also gave testimony, most of them representing organized psychiatry. They warned against creating public doubt about the safety and efficacy of psychiatric drugs. FDA representatives and a series of experts brought in by Eli Lilly also testified. 

The one-day hearing concluded with the nine-member FDA committee voting unanimously that there was no "credible evidence" that antidepressants can induce or intensify violence and suicide. Then, with one-third of its members dissenting, the committee made a divided decision against any label change drawing greater attention to the problem. 

Following the hearing, the public was told that the subject had been laid to rest: Prozac and the other SSRIs, including Zoloft and Paxil, do not cause violence or suicide. But the public was not told about the amount of controversy or the conflicts of interest among many of the professionals gathered at the hearing.43 Nor was the public informed of the nature and extent of independent research findings, as well as the nightmarish personal experiences of Prozac users, that led to the FDA hearings. 

 

The Wesbecker Mass-Murder Case

 

The story of Joseph Wesbecker caught the nation's attention and helped to bring about the FDA hearing.44 According to the November 1990 issue of the ABA Journal, published by the American Bar Association: 2 

 

Before Joseph Wesbecker burst into a Louisville, Kentucky, printing plant in September 1989 with an AK-47 assault rifle, he had taken an antidepressant called Prozac, touted in some press reports as a wonder drug with few side effects. After killing eight people and wounding 12 others, he turned the gun on himself. 

 

The victims who survived the shooting, relatives of the deceased, and Wesbecker's own family began to bring suits against Eli Lilly, claiming that "Prozac, one of the drug manufacturer's biggest moneymakers, is partly responsible for the gunman's violent actions." The suits, according to the ABA Journal, "allege that Eli Lilly knew or should have known that Prozac was unsafe for use by the general public for the treatment of depression. They also charged the company knew or should have known that users of the drug can experience intense agitation and preoccupation with suicide, and can harm themselves or others." 

Wesbecker had been prescribed Prozac on August 3, 1989. Five weeks later, Wesbecker's Louisville psychiatrist, Lee Cole-man, noticed a dramatic change for the worse in his patient during a routine visit. Confirming a now-familiar theme, Coleman testified at the inquest3 that Wesbecker was "very, very agitated" at his last session. Coleman described him as "much more nervous and anxious than he normally was." He was also having increased sleep problems. Speaking specifically of Prozac, Coleman further testified, "Some of the nervousness and anxiety, I felt, were probably side effects of his medication." Thinking that Prozac could be the cause of the agitation, Coleman told Wesbecker to stop taking it. 

Wesbecker himself thought Prozac was helping. But Coleman testified, "because of his deterioration, he needed to stop that medication." 

In his office notes on Wesbecker's last visit, Coleman wrote that Wesbecker was suffering from an "increased level of agitation and anger" and indicated that he suspected Prozac was the cause. He urged hospitalization but Wesbecker refused. Three days later, on September 14, 1989, still with a high level of Prozac in his blood, Wesbecker carried a gun into his former workplace and committed mayhem. 

Wesbecker had a past history of psychiatric hospitalizations, threats of violence, and suicide attempts. He was taking other psychiatric drugs along with the Prozac and had a therapeutic level of lithium in his system. He had been prescribed Prozac once before in the summer of 1988 but had quit taking it after less than three weeks because of fatigue. 

Coleman testified that he did not believe Wesbecker's violence could be attributed to Prozac. He considered Prozac "an excellent drug" and he was continuing to prescribe the medication to increasing numbers of patients. 

A friend of Wesbecker's, James Robert Lukas, Sr., testified at the inquest that he had known Wesbecker for twenty-nine years. Lukas himself had become impulsively violent while taking Prozac. After seven weeks of treatment, he tried to stab his wife with a ballpoint pen. While on the drug, he did not perceive his own irrationality; but after the attempted stabbing, Lukas's wife called his psychiatrist, who immediately took Lukas off Prozac. 

Lukas became concerned and then frightened when he saw Wesbecker's personality transformed while taking Prozac. His old friend became a different person and was so threatening that Lukas called people at work to warn them of the danger. 

Lilly has denied the charges made in the various Wesbecker suits. The company told the ABA Journal: "Our experience does not show a cause and effect relationship between our products and suicidal or violent thoughts or acts. Unfortunately, these thoughts and acts are part of the disease of depression." Eli Lilly did revise its Prozac package insert in May 1990 and then the 1991 Physicians' Desk Reference to warn that "suicidal ideation" and "violent behavior" had been reported by some who took the drug. Lilly did not, however, confirm a causal relationship between the drug and these behaviors. 

The Wesbecker case and the publicity around it was one of the critical factors in prompting the FDA to hold hearings in the fall of 1991. 

 

The Floodgate of Prozac Horror Stories

 

The two years leading up to and overlapping the FDA hearing, 1990-1, saw an enormous amount of media and legal attention focused on Prozac. As Prozac horror stories flooded the media, an increasing number of lawsuits (a total of 170 by the end of 1992) were filed against Eli Lilly. Others exposed to Prozac argued in court that their violent actions had been fueled by Prozac. In some cases, at least, this "Prozac defense" seemed to result in lighter sentences. 4 

Among the events reported in 1990 are the following:

 

• In 1990 the Prozac Survivors Support Group asked the Bucks County, Pennsylvania, coroner to reopen the investigation into political activist Abbie Hoffman's suicide to see if he was driven to it by Prozac. 5 

• The New York Times reported that El Sayyid A. Nosair was taking Prozac for depression at the time he allegedly murdered Rabbi Meir Kahane, the controversial founder of the Jewish Defense League.45 6 

• A woman reported withdrawing into herself while on Prozac and plotting the death of her four children, while another woman on Prozac acted on her feelings and killed a friend and then herself. 7 

• Another woman sued Eli Lilly on the grounds that Prozac, given to her as a pick-me-up, made her suicidal and homicidal. 8 

• A woman who held her psychiatrist "hostage" with a razor to her own wrist sued Lilly concerning self-mutilations inflicted while taking Prozac. 9 

• A defense attorney argued that a former teacher, while under the influence of Prozac, shot a woman to death. 10 

• Joe and Teresa Graedon reported on August 10, 1990, in their syndicated column, "The People's Pharmacy," that they had received "15 reports of individuals who attempted or committed suicide while they were taking Prozac." 

 

Reports linking Prozac to violence flooded the media during 1991, the year of the FDA hearing. In this section, we review those that were brought to our attention, mostly through the efforts of Dwight Harlor III and other Prozac survivors, who collected the clippings. 

Violence perpetrated while taking Prozac was the most common theme:46

 

• A judge sentenced a man who killed his father to only four years' probation on the grounds that the father had been driven into a frenzy by Prozac. 11 

• An elementary-school teacher, while taking Prozac for depression, stabbed his estranged wife. 12 

• A seventy-six-year-old woman who became "increasingly irritable, anxiety-ridden and delusional during the 31/2 weeks she took Prozac" was convicted of shooting her husband while he slept, but received probation despite the prosecution's demand for a jail sentence. 13 

• A fifty-year-old man with no violence in his background became distraught over his divorce, was put on Prozac, and one week later shot his ex-wife's boyfriend in the chest. 14 

• A thirty-nine-year-old woman suffered a striking personality change on Prozac, including "distraction, extreme agitation, restlessness, insomnia, homicidal ideation and actions," and strangled her mother to death. 15 

• A man who strangled his girlfriend made a Prozac defense. 16 

• A woman accused of deliberately running down and killing a child with her car pleaded that Prozac was the cause. 17 

• During a domestic quarrel a man on Prozac shot and killed his wife. 18 

• A woman on Prozac axed her husband to death, set him on fire, and then shot herself in the head with a hunting rifle. 19 

• A sixty-one-year-old woman, a university professor, took bone-deep bites out of her elderly mother, declaring "she made me mad, so mad, I've been taking Prozac for the last two weeks." 20 

• A man accused of killing his estranged wife and her male friend recently had had his Prozac dose doubled, changing his behavior, according to witnesses. 21 

• A man on Prozac broke into the house of another man, who was dating his ex-wife, and beat him with a flashlight; he received only a misdemeanor conviction from the jury. 22 

• A mother who shot her two sons and her husband to death attributed it to her taking Prozac for twenty-one days. 23 

• A woman responsible for a fatal auto accident was given a light sentence, the judge explained, because she was taking Prozac at the time. 24 

• A woman facing felony charges in the hit-and-run death of a cyclist was on Prozac. 25 

• A man, after missing his daily dose of Prozac and drinking heavily, shot a thirteen-year-old girl in the arm. 26 

• "High on a combination of crack cocaine and the antidepres-sant drug Prozac," a man stabbed his wife and then attacked a policeman head on, forcing the officer to shoot him to death. 27 

• A self-described "manic depressive" and disgruntled employee had been off Prozac for one week when he set a revenge fire that injured twenty-one people. 28 

• A woman testified about her grandson—"He was a different person when he used Prozac. He was shaky. He got angry quickly" —in explanation for why he tried to strangle his wife and later threatened suicide. 29 

• A Canadian taking Prozac ran his car at another man and fired his gun into the air following an altercation at a gas station; a psychiatrist testified that Prozac caused the hypo-manic behavior. 30 

• A man on Prozac allegedly hired someone to kill his wife. 31 

• When a man became increasingly irritable on Prozac, his psychiatrist doubled the dose, and the man stabbed his wife in the throat and back with a kitchen knife. 32 

• A woman shot the doctor who was giving her Prozac, but she liked him and couldn't explain why she had done it. 33 

 

Many of the 1991 media stories involved suicide, sometimes in combination with violence against others:

 

• Former rock star Del Shannon committed suicide in Los Angeles while taking Prozac; his wife brought suit against Eli Lilly. 34 

• A mother reported that her daughter had burned herself to death while taking Prozac. 35 

• A twenty-year-old man taking Prozac for depression jumped off a ten-story parking garage. 36 

• An attorney brought suit against Eli Lilly for the suicide of his wife, who had been taking Prozac at the time. 37 

• A woman brought suit against the drug manufacturer for the "incomprehensible" suicide of her husband during treatment with Prozac. 38 

• A fifteen-year-old Eagle Scout was taking Prozac when he shot himself in the head with a shotgun. 39 

• A woman sued Lilly, attributing her suicide attempt to Prozac. 40 

• A twenty-nine-year-old mother of two taking Prozac set the table for dinner and started making gravy, but when her husband arrived home, he found her hanging by a belt in the bedroom. 41 

• A depressed woman became hostile while taking Prozac the first time and, when placed on it again, committed suicide. 42 

 

As illustrated by yet more 1991 media reports, sometimes the violence against others ended in suicide:

 

• A former sheriff's deputy murdered his wife and then shot himself while on Prozac. 43 

• A thirty-year-old woman being treated with Prozac for depression shot her baby in the head several times and then killed herself. 44 

• Two days after stopping his Prozac, a pathologist who suffered from alcoholism shot his wife and then killed himself with a razor. 45 

Other 1991 media-reported stories showed an increasing tendency to use the Prozac defense for crime and violence:

• A librarian accused of making irregular expenditures claimed that Prozac impaired her judgment so that she "didn't know the boundary between herself and the library." 46 

• A desperate woman awaiting her first welfare check was taking Prozac when she robbed a bank without a weapon. She was easily caught and received probation. 47 

• A man armed with an air pistol robbed a store and blamed his behavior on Prozac, while another man in the same court refused to use the Prozac defense in regard to his fraudulent activities. 48 

• A woman claimed she became a nymphomaniac and turned to prostitution while taking Prozac. 49 

 

On April 22, 1991, five months before the FDA Prozac hearing, syndicated health columnists Joe and Teresa Graedon cited one of their earlier columns and reported that: "Since then we have received dozens of letters from people who believe Prozac in some way contributed to severe anxiety, violent behavior or a preoccupation with suicide. Eli Lilly, the drug company, steadfastly maintains that Prozac is not responsible. But we are concerned." 

The media usually provides too few details to develop an informed opinion about the role played by Prozac in any particular case. What's striking is the sheer number of reports associating the drug with violence against self and others. While other medications, especially amphetamines and minor tranquilizers such as Halcion, have been linked to destructive behavior, there's no precedent for this avalanche of media reports pertaining to a prescription drug. 

 

Family Testimony at the FDA Prozac Hearing

 

Tragic Prozac stories were told in more elaborate—and heartrending—detail at the FDA Prozac hearing in September 1991. Here are three examples from family members. 

Mrs. Margaret McCaffrey traveled from Brooklyn, New York, to testify:

 

I raised eight children. Two of them became doctors. My daughter, Margaret, a neurologist, died a little over a year ago and I firmly believe the drug Prozac caused her to commit suicide. She was very dedicated to her profession. She was a nurse before going to medical school. She took Prozac to see her through a very stressful job situation... . 

She moved to Baltimore in July of 1990 to begin a second fellowship. She had bought a new car, had a lovely apartment, and the best of her profession lay ahead. There was no warning. She spoke to her family on Saturday and on Monday morning she was found, almost dead. 

I hope and pray that Eli Lilly and the FDA will listen to me and remove this drug from the market before any more innocent lives are lost. Thank you. 

 

When Ginger Breggin contacted Mrs. McCaffrey, she was grateful that we were looking into the Prozac matter, and said that her daughter's fiancé has filed suit against Eli Lilly. 

D.M.47 explained that her father had been taking Prozac for about four months when tragedy struck: 

 

Unfortunately, with my dad we didn't have time to notice too many changes, except that he became withdrawn and agitated. But by that time it was too late. He got up at 9 o'clock in the morning, took a 12-inch butcher knife out of the kitchen drawer and stabbed himself violently in the abdomen and then proceeded to do it twice more. 

 

D.M.'s father was caught in the act and his life was saved, but he had to undergo months of painful recovery. 50 

The widow of pop singer Del Shannon also testified. Unlike most of the others who spoke at the hearing, she displayed a rather sophisticated knowledge about the drug and its effects. The musician's reaction to Prozac was very similar to that of Dwight Harlor III: 

 

Before Prozac, my husband was very involved with people, our family, and his work. He was very much in charge of his business. But within days after he started taking Prozac I noticed a personality change in him. He showed signs of restlessness, akathisia,48 agitation, pacing, and his appearance was very drawn. He developed severe insomnia, extreme fatigue, chills, racing heart, dry mouth, and upset stomach. His hands would shake uncontrollably at times. This really alarmed him. I would ask him what was wrong and his only reply was, "I don't know." 

 

Like many cases drawn to my attention, Del Shannon's act seemed inexplicably impulsive. He left no suicide note and he had appointments and gigs lined up for the coming days. He asked the family to pick up some vitamins for him on their way to the market, and then shot himself dead before they got back. He had been on Prozac for fifteen days. 

As the last two stories reconfirm, Prozac-induced violence and suicide are often associated with feelings of agitation. Frequently the person seems "jittery," "hyper," "driven," anxious, and withdrawn. 

 

Prozac Survivors: The Official Tally

 

At my request, Bonnie Leitsch, then director of the national Prozac Survivors Support Group, summarized all the reports coming into the organization during 1991 and 1992. The information covered 288 individuals who had adverse reactions to Prozac during those two years.49

The vast majority were related to violence against self or others. There were 164 cases in the suicide and suicide ideation category, including 34 completed suicides. There were 133 cases of crime and violence, including 14 murders (6 by gun, 5 by car), 9 attempted murders, 39 violent actions (8 in cars), 54 violent preoccupations (5 in cars), and 17 crimes. 

There were 13 reports of addiction to Prozac and 14 cases of alcohol abuse developing or worsening on Prozac.

Bonnie was impressed, as I have been, by the number of references to experiences associated with automobiles. Perhaps agitation and hyperactivity are especially susceptible to aggravation within the confines of a car and under the stresses of driving. 

In reviewing the media and survivor group reports on violence, and in the literature that we shall now examine, keep in mind that violence and murder are quite rare among depressed patients. 51 It is not possible to attribute so much violence to depression itself. 

 

Research Discoveries About Prozac Following Its Approval by the FDA

 

During this same time period surrounding the FDA hearings, a variety of pharmaceutical and medical sources began to acknowledge suicide and/or violence as potential problems from Prozac. 52 

 

THE TEICHER, GLOD, AND COLE REPORT

 

The outpouring of media reports of Prozac-induced murder and suicide gained confirmation from a publication in the February 1990 American Journal of Psychiatry, and this inspired a wave of further reports and controversy in the medical literature. Written by two well-known Harvard psychiatrists, Martin Teicher and Jonathan Cole, and a nurse, Carol Glod, the clinical report described six Prozac-treated patients53 who developed "intense, violent suicidal preoccupations" within two to seven weeks of starting treatment with Prozac. "None of these patients had ever experienced a similar state during treatment with any other psychotropic drug." The feelings seemed obsessive and emerged without apparent reason or provocation. One of the patients actually put a loaded gun to her head and another needed physical restraint to prevent self-mutilation. 

Based on their clinical experience, Teicher, Glod, and Cole estimated that between 1.9 and 7.7 percent of Prozac users would be afflicted with obsessive or violent suicidal thoughts. The article gained importance not only because of the stature of the two psychiatrists, Teicher and Cole, but also because Cole himself had been a clinical investigator for Eli Lilly in clinical trials of Prozac. 

Teicher's report quickly met resistance and even anger from within the profession. Richard Miller, a Hartford, Connecticut, psychiatrist, pointed out that four of Teicher's six patients were taking other drugs, including two who were on stimulants. 54 Miller concluded, "Fluoxetine is a revolutionary antidepressant with many effective uses. Its relative lack of side effects is impressive." 

Without identifying himself as an employee of Eli Lilly, in a letter to the American Journal of Psychiatry, psychiatrist Gary Tollefson expressed fear that the Teicher article "may introduce a medical-legal precedent." In their rebuttal, Teicher, Glod, and Cole took Tollefson to task for placing self-protective medical-legal concerns ahead of patient care, research, and teaching. Admitting their evidence was not "definitive," the Harvard group stood by their report. 

In response to Teicher's article, Harvard psychiatrists Mauri-zio Fava and Jerrold Rosenbaum used questionnaires to survey twenty-seven psychiatrists associated with the Massachusetts General Hospital. The doctors had treated 1,017 depressed patients. A total of twelve patients were described as having become suicidal after starting medication—six of them on fluoxetine. Fava and Rosenbaum reported that the higher rate on Prozac was not statistically significant. 55 

Teicher, Glod, and Cole reviewed Fava and Rosenbaum's data and found fault with their statistical analysis. 56 Prozac patients were, in fact, "at least three-fold more likely to develop new suicidal ideation" than patients treated with the older anti-depressants. Patients were also more likely to develop suicidal thoughts for the first time ever while taking Prozac. 

At the FDA hearings, Teicher reviewed an older study demonstrating a very large increase in suicide on tricyclic antidepres-sants. 57 He then briefly explained the actual results of the Fava and Rosenbaum study to the agency's psychopharmacology committee. But when he tried to show some slides to prove his point, committee chairman Daniel Casey, a Portland psychiatrist and professor at the University of Oregon, refused to allow him to do so. 58 Instead, chairman Casey interrupted to announce his own opinion that there was no evidence that antidepressants could cause the emergence or intensification of suicidal or violent behaviors, and then he called for a committee vote. 

Paul Leber, Director of the Division of Neuropharmacological Drug Products of the FDA, had already stated that there was insufficient evidence to conclude that Prozac was causing behavioral aberrations. He did this immediately following the heartrending testimonials and before the panel of handpicked FDA experts had heard any professional testimony or begun its deliberation. 59 

Teicher never got to show his slides.

Teicher, however, was not alone in the profession.

In testimony given on behalf of a defendant in a murder trial on November 15, 1990, Teicher stated that he had received a great number of additional calls and letters from patients, families, and physicians confirming his report on Prozac-induced suicidality. 60 

In Drug Safety in 1993, Teicher's group reconfirmed the increasing number of reports they were receiving and published a comprehensive review of ways in which Prozac can cause suicide or violence. They presented yet another case, this time a woman who became obsessed with murdering members of her family. 

In a letter in December 1990, Teicher and his colleagues reported that they had received communications from two psychiatrists describing "the emergence of suicidal ideation that began two weeks after initiation of fluoxetine (20 mg) to treat obsessive features in three adolescents with Tourette's disorder." Another physician sent them a report of "suicide by hanging that occurred two weeks after initiation of fluoxetine (20 mg) in a fifteen-year-old adolescent with obsessive-compulsive disorder who had little or no preexisting depression." 61 

By the time the hearings were held in the fall of 1991, there was already a great deal of confirmatory evidence to support the Harvard group's original observations. And at the hearing, Teicher reported that he had data on two patients whose mental condition once again deteriorated on rechallenge (restarting of the drug) and that he was aware of eight such cases. 62 

Teicher's report, meanwhile, may have had some impact on Eli Lilly and the FDA because, on May 29, 1990, "suicidal ideation" and "violent behaviors" were added to the official Prozac label under "Postintroduction Reports." Appearing for the first time in the Physicians' Desk Reference in 1991, the section begins with a caveat that no "causal relationship" had been proven between the drug and the specific behavioral reactions. The hearing focused on whether or not Prozac caused violence and suicide. 

The Public Citizen Health Research Group, a Ralph Nader-affiliated organization, is directed by physician Sidney Wolfe. In May 1991, and based largely on Teicher's findings, the group petitioned the FDA to add a warning to Prozac's label stating that "A small minority of persons taking fluoxetine have experienced intense, violent, suicidal thoughts, agitation, and impulsivity after starting treatment with the drug." 63 The petition was eventually rejected by the FDA. 

 

THE UNPUBLISHED GELLER DATA

 

In a follow-up letter published in the November 1990 issue of the American Journal of Psychiatry, Teicher and his Harvard team made another startling disclosure: that a Prozac trial of depressed adolescents conducted by psychiatrist Barbara Geller at the University of South Carolina had to be abruptly terminated because of the "emergence of intense violent suicidal and/ or homicidal ideation in five patients.”50 64 

 

MORE MEDICAL REPORTS ON THE DARK SIDE OF PROZAC

 

Anecdotal reports confirming Teicher, Glod, and Cole began to appear in 1990 and 1991. 65 Psychiatrist Prakash Masand and colleagues in Syracuse, New York, reported in the New England Journal of Medicine on two cases of suicidality that seemed clearly related to Prozac. Later, in defense of Prozac, Masand called it a "very real but small risk." 66 New York psychiatrists Laszlo Papp and Jack Gorman described a paradoxical transient worsening of their patients' obsessions and compulsions early in Prozac treatment, and suspected that this reaction contributed to the suicidality of some of Teicher's patients. 67 

In July 1991, Hisako Koizumi, M.D., from the Harding Hospital in Worthington, Ohio, reported in the Journal of Child and Adolescent Psychiatry on the case of a thirteen-year-old boy who became "full of energy," "hyperactive," and "clown-like" in behavior while taking Prozac. On doses below the recommended level he developed violent, explosive behavior that was "totally unlike him." 

Again in 1991, C. Thomas Gualtieri, an experienced research psychiatrist from Chapel Hill, North Carolina, "reviewed the case of a mentally handicapped gentleman whose rates of self-injurious behavior doubled on fluoxetine, and then fell to baseline after the drug was withdrawn." Noting the enormous complexity of Prozac's effects on the brain, Gualtieri observed that Prozac's effects can run the spectrum from "apathy" to "mania." He concluded, "Unpredictable responses may well be a predictable characteristic of drugs like fluoxetine. ..." 

In 1991, a psychiatric group led by W. Creaney from the Academic Unit of the North Wales Hospital described two cases of suicidal reactions attributed to Prozac and to fluvoxamine, a European SSRI. One patient eventually became, in his own words, "helpless, ill, mentally restless, beyond repair and suicidal." The second patient became more actively suicidal, and both initially failed to realize that the medication was making them worse. 

Timothy Brewerton at the Medical University of South Carolina reviewed studies indicating suicidality and depression caused by Prozac and concluded that rapid changes in serotonin concentration are probably the cause. 

Other reports on mania due to Prozac were overlooked in the controversy because hostility or violence was not their main theme. 68 Still other reports confirmed that patients can become paranoid on Prozac. 69 

 

THE YALE REPORTS ON CHILDREN AND ADOLESCENTS

 

As the controversy over Prozac and suicide heated up, Robert A. King and a team from the Yale University School of Medicine published a March 1991 report on the "Emergence of Self-Destructive Phenomena in Children and Adolescents During Fluoxetine Treatment." Because young people were involved, the cases were less complicated than Teicher's. "Self-injurious ideation or behavior appeared de novo [for the first time] or intensified" in six of forty-seven patients being treated with Prozac for obsessive-compulsive disorder. Four of the cases required hospitalization and three required "restraints, seclusion, or one-to-one nursing care." 

In a second study, published in the 1990-1 issue of the Journal of Child and Adolescent Psychopharmacology, psychiatrist Mark Riddle and the same Yale group found that twelve of twenty-four children and adolescents, ages eight to sixteen, developed two or more behavioral side effects in reaction to Prozac. Most of the youngsters were being treated for obsessive-compulsive symptoms. The drug-induced effects included motor restlessness sufficient to cause concern to parents or teachers, insomnia, social disinhibition manifested by garrulousness or subtle impulsivity, and a subjective sense of discomfort due to restlessness, agitation, or excessive energy. The group included three children with attention deficit-hyperactivity disorder (ADHD), all of whom became worse while on Prozac. The behavioral abnormalities remained stable for weeks until the Prozac was reduced or stopped, and they were easily confused with the children's original emotional problems. Seven children on placebo developed no behavioral side effects.51

The Yale doctors did not present their findings at the FDA hearing.

Combined with Teicher's report on the disastrous Geller study, and with the growing anecdotal reports on Prozac abuse among young people, it becomes apparent that these drugs should not be given to children and youth. A drug's lack of proven efficacy in children, however, has never discouraged psychiatrists and pediatricians from liberally prescribing it. Neither has the inherent danger of exposing the growing brain to toxic substances. I was recently consulted in the case of a nine-year-old boy whose aggressivity markedly worsened on Prozac. 

 

GORMAN'S INCIDENTAL FINDING

 

As researchers combed the literature for evidence relevant to Prozac and behavioral abnormalities, others examined earlier studies in a new light. 

In a 1987 Prozac study of panic disorder led by psychiatrist Jack Gorman from Columbia University, seven of sixteen patients dropped out due to "a cluster of symptoms characterized by increased agitation, restlessness, jitteriness, diarrhea, and insomnia." Two of these patients also developed depression and suicidal ideation on Prozac, one of them with no prior history of depression. The authors don't emphasize these threatening results.52

 

MUIJEN'S INCIDENTAL FINDING

 

In a 1988 study by M. Muijen from the Human Psychopharmacology Unit of the Medical College of St. Bartholomew's and the London Hospital, England, twelve of twenty-six Prozac patients dropped out because of side effects. Of these, two patients overdosed within two weeks of starting the study and had to be hospitalized due to "a deteriorating clinical state.”53

 

LEVINE'S INCIDENTAL FINDING

 

In a 1987 Prozac trial for the treatment of obesity, Louise Levine from the Lilly Research Labs and her team noted that 7 percent of "non-depressed" patients developed depression during Prozac treatment. The information was elicited on "non-probing" inquiry and merely appears in a table. 

 

THE BRITISH FINDINGS

 

The annual 1991 British National Formulary, a joint publication of the British Medical Association and the Royal Pharmaceutical Society of Great Britain, lists "suicidal ideation and violent behaviour" among the side effects of Prozac. One of the most prestigious journals in the world, Great Britain's Lancet, took a generally dim view of Prozac in an August 11, 1990, editorial. 70 Among the dangerous side effects of Prozac, Lancet included "the promotion of suicidal thoughts and behavior." 

 

EVIDENCE FROM A MEDICAL EXAMINER'S OFFICE

 

In the March/April 1992 Journal of Analytical Toxicology, Robert O. Bost and Philip M. Kemp of the Southwestern Institute of Forensic Sciences reported on fifteen suicides in which Prozac or its metabolite was found in the body. The suicides, including ten by firearms, were evaluated by the medical examiner's office of Dallas County, Texas, over a nine-month period in 1990. In five cases there was data on the length of time Prozac was taken prior to the suicide: 5, 13, 16, and 35 days, and 31/2 months. While there were also cases of suicide associated with other anti-depressants, "the proportion taking fluoxetine and committing suicide is higher by an amount to be of concern to medical examiners and also to health care providers." 

Bost and Kemp also report a new case of suicidal ideation in association with taking Prozac in a "weight-loss research program." They conclude, "All physicians who consider utilization of fluoxetine for their patients must be knowledgeable about this possible association and alerted to possible adverse effects in their patients." 

 

A UNIQUE STUDY OF PATIENT REPORTS

 

In 1993, Seymour Fisher, Ph.D., Stephen Bryant, Pharm.D., and Thomas Kent, M.D., at the Department of Psychiatry at the University of Texas in Galveston published a study in the Journal of Clinical Psychopharmacology using patient reports of side effects made by a unique system. The outpatients phoned in adverse clinical events (ACEs) as soon as they happened, with special emphasis on new and unusual occurrences. The project compared Prozac with an older antidepressant, Desyrel (trazodone). The result indicated that Prozac causes "a higher incidence of various psychological/psychiatric ACEs including delusions and hallucinations, aggression, and suicidal ideation." The incidence rate for new suicidal ideation on the drug was a little less than one in one hundred patients (0.76 percent). Desyrel's rate was less than one-third that of Prozac's (0.25 percent). There were 2,487 patients in the Prozac group and they reported almost two-thirds of their side effects within the first two weeks of treatment. 

 

WHAT DOES THE PROZAC LABEL SAY ABOUT DRUG-INDUCED SUICIDE AND VIOLENCE?

 

Under "Precautions," the original Prozac label carried a general warning about the need to be aware of the danger of suicide before the antidepressant treatment has the time to take effect: 

 

Suicide—The possibility of a suicide attempt is inherent in depression and may persist until significant remission occurs. Close supervision of high-risk patients should accompany initial drug therapy. Prescriptions for Prozac should be written for the smallest quantity of capsules consistent with good patient management, in order to reduce the risk of overdose. 

 

There is no hint in the "Precaution" that Prozac might cause or exacerbate suicidal tendencies. In a very misleading fashion, the statement directly suggests that treatment with Prozac can ultimately reduce the danger of suicide when there is no convincing evidence to support this hope. 

Despite the flood of patient reports and independent research studies linking Prozac to violence and suicide, Eli Lilly and the FDA have given only the most minimal recognition to the problem. In May 1990, "suicidal ideation" and "violent behaviors" became two of a dozen possible side effects added into a paragraph under "Postintroduction reports.”54 Any impact the paragraph might have is undermined by its introductory sentence describing the list of adverse reactions as based on "Voluntary reports of adverse events temporally associated with Prozac that have been received since market introduction and which may have no causal relationship with the drug ..." Nothing further about suicide or violence has been added to the Prozac label since then. 

 

Agitation, Stimulation, and Suicide Caused by Prozac

 

In studies linking Prozac to violence against self and others, a number of clinical syndromes have been identified as causing the abnormal behavior or adding to the risk. We will now focus more closely on each of them. 

As already illustrated in many cases and anecdotes throughout this book concerning both Prozac and the amphetamines, clinicians have noticed that agitation or anxiety can drive people to suicidal or violent actions. 71 At the FDA hearings, psychiatrist Jan Fawcett spoke on behalf of Eli Lilly, and reconfirmed the relationship. 72 He reviewed studies of suicide and concluded that anxiety, more than depression, predicts suicide within the year of its occurrence. In his own research, "[W]e found that anxiety, panic attacks, poor concentration, and insomnia formed a cluster which predicted suicide." 73 

These are precisely the stimulant adverse side effects most frequently produced by Prozac, pointing directly to how the drug increases the suicide risk in depressed patients by raising their level of anxiety or agitation. Fawcett did not make this point at the hearing, where it could have encouraged a label contrary to the aims of his sponsor, Eli Lilly. But Fawcett was well aware that Prozac agitation can precipitate suicide in depressed patients. He had already taken this position in the medical literature when discussing his research data on anxiety as a predictor of suicide. In a 1990 article, Fawcett wrote, "Suicide prevention is the first consideration in the treatment of major depression with anxiety." In the same paragraph, he recommended "aggressive treatment" with a sedative tranquilizer for patients with major depression if they "manifest risk factors for suicide, if the anxiety is severe or if the antidepressant selected causes jitteriness (fluoxetine)... ." 

Others have made the same recommendation: Prescribe additional sedatives to cut the risk of suicide and other adverse reactions to Prozac stimulation. The BGA, which plays a similar role in Germany to that of the FDA in the United States, required a Prozac label change in late 1989.55 Under the category of "Risk Patients," the new label reads: 

 

Risk of Suicide: [Prozac] does not have a general sedative effect on the central nervous system. Therefore, for his/her own safety, the patient must be sufficiently observed, until the antidepressant effect of [Prozac] sets in. Taking an additional sedative may be necessary. This also applies in cases of extreme sleep disturbances or excitability.56

 

The German label has another category of adverse reactions: "In addition, there are reports of the following health problems which occurred during treatment with [Prozac], although [Prozac] may not have been the cause." It lists "suicidal thoughts and aggressive behavior." 

Without specifically mentioning the risk of suicide, the journal Hospital Formulary recognized that Prozac "causes significant agitation and restlessness in many patients that often require use of adjunctive sedating drugs." 74 

In reviewing the causes of drug-induced depression and suicide during the FDA hearings, Teicher observed that antidepressants as a class can precipitate episodes of mania or mania mixed with depression. Mixed mania and depression, he said, "carries a high risk for suicide. It is one of the most dangerous states a person can be in." Depressed patients who are lethargic and mentally sluggish, without being particularly suicidal, can be transformed by antidepressants into more high-energy suicide risks. 75 

By the time I began my training, psychiatrists were well aware that by "energizing" the still-depressed patient, antidepressants can facilitate suicide. Prozac, of course, is an especially energizing agent. Consultant Ida Hellander from the Public Citizen Research Group stressed at the FDA hearing that Prozac's side effects are "very different" from those of the tricyclics, and include "anxiety, insomnia, and agitation, and some restlessness." She pointed out that people driven by such painful emotions "can develop some desperate thoughts," including suicide. Another consultant, Regina Casper from the University of Chicago Department of Psychiatry, observed, "What we have heard this morning is that one of the side effects is the occurrence of agitation, of anxiety, of panic attacks, and of insomnia." Citing Fawcett's presentation on predictors of suicide, she expressed the need for further studies on the relationship between Prozac stimulation and suicide. 

 

Akathisia, Violence, and Suicide Caused by Prozac

 

We have seen that many cases of Prozac-induced violence and suicide involve agitation, anxiety, or panic. In many instances, the agitation probably stems from akathisia, a more specific drug-induced neurological reaction that can be difficult to distinguish from agitation. With agitation, anxiety, or panic, the psychological component dominates without an obvious physical manifestation in the form of hyperactivity. With akathisia, in addition to the inner tension or agitation, there is an accompanying compulsion to move the body, for example, by pacing, foot tapping, squirming about, or thrashing around in bed (see page 

Akathisia can drive people into actions destructive to themselves or others, including violence or suicide, 76 and even before the hearings, attention became focused on the fact that Prozac causes akathisia. Teicher and others at the FDA hearing did discuss akathisia as one of the possible causes of Prozac-induced violence and suicide; but Paul Leber, the FDA psychiatrist with the final say, stated that it did not matter if there were theoretical explanations of how Prozac might cause violence. Leber explained that the FDA was interested only in hard data proving that Prozac did in fact cause these behavioral aberrations. 

In December 1991, with the FDA hearing two months past, Anthony Rothschild and Carol Locke, psychiatrists from McLean Hospital and Harvard Medical School, described three patients who made serious suicide attempts while suffering from Prozac-induced akathisia. In the first "rechallenge" study of Prozac's capacity to reproduce behavioral abnormalities a second time, the three patients were started once again on the drug under carefully monitored conditions. All three developed akathisia and again became suicidal. As one declared in retrospect, "I tried to kill myself because of these anxiety symptoms. It was not so much the depression." 

Rothschild and Locke warned physicians to be alert to the fact that Prozac patients won't necessarily realize that their deterioration is drug induced. "Our patients had concluded their illness had taken such a dramatic turn for the worse that life was no longer worth living." 77 

In 1992 a Los Angeles psychiatric team led by William C. Wirshing described "five cases of what we think might be fluoxetine-induced akathisia accounting for suicidal ideation." The group included psychiatrist Theodore van Putten, one of the most thorough investigators of drug side effects in the world. 

 

Depression and Apathy Caused by Prozac

 

The concept that psychiatric medications can cause emotional disturbances, including depression and suicide, is not new or especially controversial within the profession. Clinical experience has repeatedly confirmed that many psychiatric drugs can cause depression. Reserpine, for example, is a potent neuroleptic drug, as well as an antihypertensive agent, whose use had to be curtailed because so many patients become depressed while taking it. The Physicians' Desk Reference carries warnings about the problem. 

The Public Citizen Health Research Group in June 1990 discussed Prozac as a possible cause of depression and then listed fourteen other categories of drugs that can cause depression. A comprehensive list can be found in the notes section. 78 

Clinical Psychiatry News reporter Carl Sherman in 1994 interviewed experts and concluded, "The effects of drugs used to treat depression can mimic the symptoms the medications are intended to relieve." Sherman describes the views of well-known psychiatrist Donald F. Klein, director of research and therapeutics at the New York State Psychiatric Institute. Klein described the SSRIs as producing "lack of verve and spontaneity, passivity, apathy, and indifference." 

Rudolf Hoehn-Saric and his colleagues from Johns Hopkins University Department of Psychiatry reported on six patients who developed apathy, indifference, and social withdrawal on Prozac and an as yet unapproved SSRI, fluvoxamine. One patient would complete tasks only if someone else structured them for her. She said, "This is what a frontal lobotomy must be like." 

The symptoms of these patients do resemble those of people who have had a lobotomy. One patient lost her social judgment and wanted to serve cocktails in her bra "like Madonna" at a company party. Hoehn-Saric and his colleagues state that their patients displayed varying degrees of frontal-lobe dysfunction, including "apathy, flatness of affect [feeling] and lack of emotional concern, childishness and euphoria, socially inappropriate behavior, and difficulty foreseeing the outcome of an action." Typical of patients with frontal-lobe dysfunction, most did not appreciate their impairment. 

I recently confirmed the same lobotomy-like effects in a woman in my practice who became increasingly apathetic, withdrawn, and depressed after several months on 100 mgs. per day of Zoloft. At first she rejected the idea that the drug was causing her deterioration, but she and her family recognized dramatic improvement within two or three days of stopping the medication. 

The SSRI chemical-lobotomy syndrome is similar in appearance to the indifference produced by neuroleptics such as Haldol, Thorazine, Mellaril, and Prolixin. The neuroleptic or antipsychotic drugs are used primarily for the control of patients diagnosed as schizophrenic or acutely manic, and they produce an apathy or emotional flattening that makes these often-difficult patients more docile. The drugs produce this impact by directly interfering with dopamine, the major neurotransmitter from structures deeper in the brain to the frontal lobes. 

Any gross interference with the frontal lobes "defuses" or deactivates patients, producing a robot-like state in which they are much less able to initiate activities. I have discussed this phenomenon in detail in several books and journal articles. 79 

The SSRIs also suppress dopamine neurotransmission to the frontal lobes, but they do so by a more indirect mechanism. When Prozac and other drugs stimulate the serotonergic system, dopamine tends to shut down as a compensatory reaction (see page 83). The effect is probably less complete and less consistent than that produced by the neuroleptics. 

 

A Summary of How Prozac Can Cause Violence and Suicide

 

Prozac can cause a range of psychological and neurological disorders that can lead to destructive actions.

First, Prozac frequently causes agitation, panic, or anxiety. These emotional responses can make a person desperate enough to commit suicide or to perpetrate violence. 

Second, Prozac causes mania in a significant percentage of patients, and mania can lead to suicide and violence. Euphoria, which is common on Prozac, can be viewed as mild or incipient mania. 

Third, Prozac very commonly causes the neurological disorder akatbisia, which can drive people into violence toward themselves or others. 

These first three drug-induced disorders—agitation, mania, and akathisia—can be difficult to distinguish from each other. Together, they are the most commonly associated syndromes with Prozac-induced violence and suicide, as well as other bizarre and destructive actions. This is consistent with the known effects of amphetamines, which produce similar stimulant syndromes and behavioral abnormalities. As Teicher and others described at the FDA hearing, drug-induced stimulation can also increase the person's energy level and hence his or her capacity to carry out actions. The still-depressed person is thus enabled to act on destructive impulses. 

Fourth, Prozac can cause depression or symptoms that mimic depression—including fatigue, agitation, social withdrawal, emotional flatness or apathy, loss of appetite, loss of sexual desire or capacity, and loss of loving connection to other people. Prozac users may actually become depressed or may simply think they are more depressed, which often adds up to the same thing. Either state can lead to suicidal ruminations and actions. Withdrawal from Prozac can also produce depression or related symptoms, including most of the responses categorized under major depression, such as suicidal tendencies. 

Fifth, Prozac can cause paranoia—an irrational fear and blaming of others —than can lead to violence against others, and, less commonly, against oneself. 

Sixth, Prozac can increase obsessive-compulsive thoughts and behavior, including preoccupations with death, murder, and suicide. 

Seventh, Prozac frequently causes insomnia, and sleeplessness can drive people to despair and sometimes to suicide. 80 

There is another tragic way in which Prozac can lead to despair and suicide. When patients are told that they are being given the benefit of the latest miracle cure, it can set them up for a potentially fatal emotional letdown. As many such victims have told me, "When even the drugs didn't work on me, I figured I was a lost cause." People who have lost their "last hope" are especially prone to suicide. 

 

Biochemical Causes of SSRI-Induced Violence and Suicide

 

Given all the evidence that Prozac does cause violence against self and others, is there a known pharmacological mechanism to account for it? 

The most widely accepted of all theories in biological psychiatry is the sluggish serotonin theory of impulsivity. There are hundreds of research papers and reviews that claim to substantiate it. 81 Briefly, the theory says that reduced serotonergic neurotransmission causes "loss of impulse control," leading to murder, suicide, and other out-of-control behaviors, such as hyperactivity in children and delinquency in teenagers. Remarkably, depression is also attributed to the same sluggish serotonin, although its inclusion within the concept of impulsivity requires a stretch of the imagination. 

The sluggish serotonin theory has gained so much support that government scientists have become increasingly vocal in using it to explain vast social problems, such as violence in America, 82 and some of the media, eager for biological explanations of violence, have embraced these claims. 83 

From early on, researchers at Eli Lilly used the sluggish serotonin theory to justify the development and marketing of Prozac and other SSRIs. In theory, the SSRIs are supposed to fire up (just as someone might stoke a fading fire) serotonergic neurotransmission, overcoming any inherent sluggishness in the system. 

But to the extent that the sluggish serotonin theory is true, then Prozac is a menace. While Prozac is trying to stimulate or energize serotonin activity by blocking the removal of the neurotransmitter from its synapse, the brain is trying to compensate by shutting down the nerves that produce the serotonin. When Prozac blocks the removal of serotonin from the synapse, causing an excess amount of it to remain there, the brain cell reacts by refusing to release any additional serotonin into the synapse. 84 These compensatory mechanisms are especially active in the first two weeks of drug treatment and theoretically could cause a net decrease in serotonergic activity at that time. 

The initial compensatory shutdown mechanism is not the only way the brain tries to overcome the Prozac-induced glut of serotonin in the synapses. The brain develops another more ominous reaction that continues to increase over time. The second mechanism—called down-regulation—causes receptors for serotonin literally to disappear from the brain. As discussed in chapter 4, in many areas in the brains of experimental animals, the receptors drastically diminish in number, sometimes with losses as high as 40 percent and 60 percent in regions of the brain involved in mental functioning. 85 The changes are persistent during exposure to the drug. Since no trace of the receptors can be found, the most likely assumption is that they have died off.57

Are these serotonin receptor losses permanent? Are patients taking Prozac at risk of losing large percentages of their brain receptors? The straightforward studies required to determine the permanency of receptor losses are not being carried out. I've seen no indication that Lilly has made any attempt to see if the receptor losses are permanent. Although they would be extremely easy and inexpensive to do in the early stages of animal testing, the FDA has not asked the drug companies to carry them out as a prerequisite for the approval of psychiatric drugs. In recent interviews with neuroscientists around the country, I have found no inclination on the part of any of them to investigate whether or not these changes in the brain can become permanent. 

One highly respected psychiatrist and laboratory researcher who is a university professor recently told me that a finding of irreversible receptor loss could be used against Eli Lilly in lawsuits. If there is a permanent reduction in the numbers of serotonin receptors, then permanent serotonergic sluggishness could set in, with the predicted result of increased impulsive behavior.58 Nonetheless, the researcher went on to say that he thought such studies were not worth doing. When specifically asked, he confirmed that he, like many others in the field, receives funding from Eli Lilly for his own receptor studies. 

Work with much less complex receptors and synapses in rat muscle confirms our apprehension about the ultimate fate of disappearing receptors. Research reported at the 1994 meetings of the American Association for the Advancement of Science (AAAS) by physician-researcher Jeff Lichtman of Washington University has demonstrated that large-scale receptor losses can become permanent with the eventual loss of the synapses themselves. 86 

It seems possible that patients taking antidepressant drugs, perhaps for only weeks or months, are suffering widespread permanent losses of brain receptors and synapses. The tendency of the drug effect to wear off for some patients—the development of so-called immunity—may reflect receptor loss. The development of depression or impulsive behavior may be another result. 

Since most antidepressants block the reuptake of neurotrans-mitters, with the subsequent disappearance of many receptors, 87 permanent receptor loss may occur with most of these drugs. It could be worse with SSRIs because of the intensity with which they overstimulate serotonergic nerves. 

Because the receptor losses occur in areas that regulate intellectual and emotional life, there is literally no telling what the permanent impact on each person's mind will be. It is reprehensible that Eli Lilly and other drug companies have not studied this danger on their own. It is disgraceful that the FDA and the medical profession have not required these studies prior to drug approval or at any time thereafter. 

 

Lilly Researchers Defend Prozac

 

Although Lilly researchers seemingly have never raised the problem of Prozac-induced sluggish serotonin, 88 I am not alone in suggesting that it might cause murderous or suicidal compulsions. Several researchers, including North Carolina psychiatrist C. Thomas Gualtieri, have mentioned the possible connection between Prozac-induced reductions in serotonergic activity and suicidal or violent behavior. 89 In defending against the accusation, Lilly investigators Ray Fuller and Charles Beasley claim that the overall effect of Prozac is to put the brain into a better balance and that no parts of the brain suffer from sluggish serotonin during the process of compensatory shutdown and down-regulation with the loss of receptors. 90 Yet some research does indicate that the system can at times become sluggish as a result of Prozac. 91 

Remember that Prozac was rationalized as a treatment on the grounds that overly impulsive people have sluggish serotonin as demonstrated by the relatively low amounts of 5-HIAA, the serotonin breakdown product, in their brain and spinal fluid. But Prozac does not raise 5-HIAA; it reduces it. 92 The Lilly researchers try to show that, despite this, the serotonergic nerves are firing more strongly than ever, but this is conjectural. There's no way to measure the levels of serotonin nerve activity throughout the brain at all times, and all the relevant research is conducted using animals who have far less complex brains than humans. 

In the midst of denying that Prozac can cause serotonergic sluggishness, the Lilly researchers, Fuller and Beasley, do admit that if Prozac did sometimes produce sluggishness, "it might explain the behavior observed by these authors," that is, compulsive suicidality. 

 

The Final FDA Committee Vote

 

Despite their biases and conflicts of interest, several committee members and consultants favored adding a warning to Prozac's label that would alert physicians to the possibility that Prozac and other antidepressants might precipitate suicide. But the chairman of the committee, Casey, as well as Leber from the FDA, were against it. 

Committee member James Claghorn, medical director of Clinical Research Associates in Houston, Texas, specifically suggested the following addition to the label: "In a small number of patients, depressive symptoms have worsened during therapy, including the emergence of suicidal thoughts and attempts. Surveillance throughout treatment is recommended." Despite pressure from Casey and Leber, three of the nine members voted for a modification. That one-third of the committee would take such a position is, in our opinion, an indicator of the strength of the evidence. 

 

What's Going On Here?

 

So, why hasn't Eli Lilly faced the dangers of Prozac? How could the FDA—and a majority of its psychopharmacology committee—exonerate the drug in regard to suicide and violence? How and why do organized psychiatry, Eli Lilly, and the FDA turn a blind eye to warnings raised in 1991 in my own book, Toxic Psychiatry, as well as in the publications of the teams led by Martin Teicher at Harvard, by Robert King at Yale, and by W. Creaney from North Wales? How can they ignore the warnings voiced by Anthony Rothschild and Carol Locke at Harvard and by C. Thomas Gualtieri at Chapel Hill, North Carolina, as well as other clinicians and researchers? How do they dismiss concerns raised by sources as divergent as the Lancet of Great Britain and Nader's Public Citizen Health Research Group? How do they ignore the existence of the national Prozac Survivors Support Group with its hundreds of members, as well as the poignant presentations at the FDA hearings by individual citizens and their families, and the record-breaking numbers of adverse reaction reports received by the agency regarding Prozac? How do they rationalize away the growing number of reports in the literature, the unprecedented number of anecdotal stories in the media, and the tidal wave of lawsuits generated by injured Prozac survivors and their families? 

The answer to these questions lies in the intricate web of connections among the FDA, the drug companies, and the psychiatric community. This psycho-pharmaceutical complex is the subject of the following chapter. 

 


 

Eight

Pushing Drugs in America

The Long Financial Tentacles of Eli Lilly

 

When the cigarette company Philip Morris Inc. was recently accused of stifling a study that showed nicotine to be addictive, few people were disillusioned or even surprised. The American Tobacco Institute, funded by the cigarette companies, has become a symbol of self-interested scientific analysis as it has tried to deny the association between smoking and cancer. The FDA is currently taking the position that nicotine is so addictive that it should be regulated by the agency, and of course everyone knows that the cigarette industry will resist this conclusion. 

Despite the public and the media's relative sophistication about cigarette company claims for scientific objectivity about its nonprescription drug nicotine, they often assume that the manufacturers of prescription drugs will conduct themselves by higher ethical and scientific standards. But do they? 

 

How Adverse Drug Reactions Are Reported to and Evaluated by the FDA

 

It is generally agreed that the premarketing studies done by drug companies for the FDA cannot adequately detect many serious adverse reactions and that a very substantial number of potentially dangerous drugs continue to slip through the approval process. 1 

The scientifically controlled premarketing studies, averaging four to six weeks in length, are much too short to pick up most risks. The individual studies at specific sites typically involve fewer than one hundred patients, so that even serious effects that occur at a rate of one in one hundred are likely to be missed. Yet once the drug is marketed to the public, a rate of one in one hundred adverse reactions adds up to ten thousand victims among the first one million patients. 

In discussing adverse drug reactions in chapter 4, we looked at the limitations inherent in the premarketing studies, including the small size of the sample and the relatively brief duration of the controlled studies. We also pointed out that many serious side effects are not discovered until after the marketing of a drug has begun. 

To detect postmarketing risks, the FDA relies upon a spontaneous report system based on voluntary reports from physicians who take the time to send a report to the drug company or the FDA. This process is informal and voluntary. Up to 40 percent of physicians do not even realize that the FDA reporting system exists. 2 You may have to tell your own doctor how to send in an adverse drug reaction report (see Appendix for materials). 

Critics of the FDA, 3 as well as FDA officials I have interviewed, agree that the postmarketing surveillance for adverse drug effects is very inadequate.59 Congress and the public, FDA officials explained to me, have wanted the FDA to emphasize the initial approval process with resultant neglect of more long-term monitoring of adverse drug reactions. 

Eli Lilly, like all drug companies, is required within fifteen days to report to the FDA any information it receives about serious adverse reactions not already sufficiently described in its official label.60 Only a small fraction of serious drug side effects ever get reported to the manufacturer or the FDA, yet in the case of Prozac, the FDA has now received more than 28,000 adverse reaction reports of all kinds since the drug became available in January 1988. This is far more than for any other drug in FDA history. 4 During the late 1980s and early 1990s, the vast majority of these reports came through the drug companies before being sent to the FDA. Therefore, Lilly's method of handling the reports is critical. 

During the 1991 FDA Prozac hearing, Bruce Stadel from the FDA's Division of Epidemiology and Surveillance made a presentation on behalf of the agency. Stadel has both medical and public health degrees, and he was clearly not satisfied with the way the FDA collected its data on adverse drug reactions. 

Stadel summarized data showing that the FDA had received 880 spontaneous reports of adverse reactions to Prozac in the combined categories of suicide attempt (not suicidal thoughts), overdose, and psychotic depression. 5 There were no duplications in this final tally. 

Because of the reports by Teicher, King, and others (see chapter 7), the public and the FDA were especially concerned about drug-induced compulsive or violent suicidal ideation — thoughts or feelings that were not carried into action. Suicidal actions are too infrequent for accurate estimates of their rates in relatively small populations, but suicidal ideations are much more common, and were reported in several Prozac studies. Why did the FDA have no data on this all-important phenomena from its spontaneous reporting system? 

 

Lilly Hides Prozac-Induced Suicidal Ideation

 

Most adverse drug reaction reports are received by the FDA on special forms submitted by the drug companies and then entered into the agency's computerized system. Items can be logged in the FDA computer only according to a fixed list of terms. After 1989, drug-induced suicidal acts were included in the FDA's system of codification; but to this day, the FDA does not have a specific category for drug-induced suicidal ideation. 

Stadel admitted that the FDA's system placed limitations on the usefulness of its data in evaluating Prozac's potential to cause suicidal ideation and acts. He also knew, but did not mention, that Eli Lilly's system lacks not only a category for suicidal acts, but also a category for suicidal ideation.61 When a doctor sends in an adverse drug reaction report to Lilly that includes suicide or suicide ideation, Lilly lists them under something else. 

I had my own dismaying encounter with Lilly's system of codifying adverse drug reactions. On February 24, 1993, I sent the drug company a copy of my published medical report on Catherine, a young woman hospitalized for suicidal feelings brought about by taking Prozac. 6 The title of the article was "A Case of Fluoxetine-Induced Stimulant Side Effects with Suicidal Ideation Associated with a Possible Withdrawal Reaction ('Crashing')." The title made clear that drug-induced suicidal ideation was central to the report, and I drew attention to it in the cover letter as well. 

Lilly sent me back a copy of their filing of my report with the FDA, containing a list of terms that were supposed to describe Catherine's adverse reaction to Prozac; but the list did not include anything about suicidal thoughts or feelings. It did indicate "depression" as one of the drug side effects, along with more than a dozen others, including tremor, insomnia, abnormal vision, paranoid reaction, and addiction. Suicidal ideation was mentioned in the "free text"—a written paragraph that accompanies the list of terms—but nothing in that text gets listed in the FDA's computer. 

In a telephone interview with me on March 16, 1994, the FDA's Bruce Stadel confirmed that FDA computers cannot pull up the text that comes along with drug company's reports. In evaluating Eli Lilly's adverse reaction reports for his presentation at the hearing, for example, Stadel relied solely on the computer printout. Since neither the FDA nor Eli Lilly has any category for suicidal ideation, there was no direct evidence bearing upon one of the key issues at the hearing. 

After I received a copy of Lilly's report to the FDA, I wrote back to the drug company and requested that they list suicidal ideation as an adverse event from my case. Lilly never responded. My reporting to Lilly on Prozac-induced suicidal ideation was futile. 

By not recognizing suicidal ideation as a category in its list of possible Prozac-induced adverse effects, Lilly has protected itself from producing any data that could incriminate the drug. Lilly continued with this practice despite the professional and public demand for specific data on Prozac-induced suicidal ideation during the controversy that led up to the 1991 FDA hearings and thereafter. 

I sent a copy of my Prozac case to the FDA as well as to Eli Lilly. The FDA's handling of the two reports—one from me and one from the drug company—itself raises questions. The FDA computerized system lists only four adverse drug reactions from my report: depression, insomnia, no drug effect, and personality disorder. Not only is suicidal ideation left out, but so also are three key elements that suggest Prozac is a potential drug of abuse. Mentioned by Lilly, but not by the FDA, are withdrawal syndrome, tolerance increase, and addiction. If a question is raised about Prozac's potential for abuse, the FDA has ruled out access to all the information on the subject that I submitted to them directly as well as through Eli Lilly. 

 

The Rate of Prozac-Related Violence Was Higher, But Never Mind

 

In reviewing the FDA's data during the 1991 hearing, Stadel did find a disproportionately high number of spontaneous reports of Prozac-induced "hostility and intentional injury" during the first year of the drug's marketing, followed by a "major takeoff" in reported incidents after the publicity surrounding Teicher's report from Harvard and the Wesbecker multiple-murder case (p. 147). This was a critical finding—an unexpectedly large number of reports of violence. Stadel mentioned this all-important fact in passing and then immediately stopped his slide presentation and went on to a more general discussion. 7 

Remarkably, no FDA committee members or consultants asked Stadel for more specific information or challenged him about glossing over one of the major issues of the hearing— increased reported rates of violence due to Prozac. Stadel himself told me in the telephone interview that he could not recall the data and had left it behind in his transfer to another division at the FDA. 

The FDA spontaneous reporting system has limited utility. It can best be used as a signal that an adverse reaction exists rather than as a measure of its actual frequency. Corroborating evidence is usually required to prove a causal connection between the drug and the reported adverse reaction. Nonetheless, the spontaneous reporting system can provide such a powerful signal. These signals have resulted on many occasions in the FDA requiring a label change or even the withdrawal of a drug from the market. It's a shame that Eli Lilly and the FDA have crippled the system in regard to its capacity to detect one of the most important adverse reactions of all—suicidal ideation. 

 

The Medical-Industrial Complex

 

Why doesn't the FDA, the medical profession, or someone in the health field make a big fuss about these and other obviously negligent acts and attitudes within the drug industry? 

The "Medical-Industrial Complex" 8 has once again come under criticism in the debate over health care, but the nation has little idea how much raw power is exerted by these interests throughout American society. In Toxic Psychiatry I drew attention to one particular segment, the psycho-pharmaceutical complex. It includes private pharmaceutical companies, government agencies such as the FDA and NIH, professional organizations such as the American Psychiatric Association, psychiatric departments in hospitals and medical schools, insurance companies, and even private philanthropic organizations such as the National Association for Mental Health and the MacArthur Foundation. Recently, so-called parent groups like NAMI (National Alliance for the Mentally Ill) and CH.A.D.D. (Children with Attention-Deficit Disorders) have become politically involved. 9 They lobby side by side with organized psychiatry to push biological theories and drugs for the control of their children. 

Sometimes there are flashes of competition among various interests in the psycho-pharmaceutical complex—for example, insurance companies sometimes try to cut the costs of psychiatric treatment and the FDA sometimes exerts itself against industry on behalf of consumer safety. But by and large, their major efforts go toward supporting the biological model of human suffering and the dispensing of pills as a solution. 

The members of the psycho-pharmaceutical complex tend to enjoy one seamless cooperative enterprise, fueled by billions of dollars from the drug companies, as well as funds from government agencies and private sources. This was amply demonstrated at the 1991 FDA hearings where the majority of committee members and official consultants enjoyed ties to the drug companies. 

 

WHOSE SIDE IS THE FDA ON?

 

While many Americans, including physicians, believe that the FDA takes tough stands toward the pharmaceutical industry, this has never been so. As medical writer Morton Mintz documented thirty years ago in The Therapeutic Nightmare, from the beginning the FDA has more often failed than succeeded in its mission.62 To this day, the FDA continues to draw criticism from Congress and elsewhere for everything from taking bribes and courting the favor of drug companies to withholding lifesaving drugs from the public. 10 

The continuing problem is described in a recent story in the AARP Bulletin that begins, "Stepped-up industry pressure and election-year politics are driving the Food and Drug Administration (FDA) to back away rapidly from some consumer protection policies it favored as recently as last fall, consumer advocates charge." 11 In yet another recent criticism of the FDA from the House Government Operations Committee, Representative Donald M. Payne (D-NJ) declared, "Patients trust the FDA to protect them, but under the deregulation fever of the last 12 years, that has not always happened." 12 

Recent scandals over the minor tranquilizer Halcion have further exposed the FDA's lax and supportive attitude toward the pharmaceutical industry. Banned in England because, among other things, it can produce paranoia and violence, Halcion remains approved in the United States. 13 As I have documented in detail, the maker of Halcion, Upjohn, is one of the most generous drug companies when it comes to making huge donations to organized psychiatry in the United States. 14 In the middle of the flap over Halcion, I disclosed that Upjohn had given the American Psychiatric Association $1.5 million in cash to use as it pleased. 15 In response to my criticism, both the American Psychiatric Association and Upjohn wrote letters praising their mutual "partnership." 16 

The problem, from the beginning, has been simple enough. The bureaucratic regulators end up feeling much more cozy with the regulated than with the consumer. On one side of the equation, the regulators are being courted, educated, lobbied, politically threatened, cajoled, and flattered by big industry, their full-time lobbyists, their paid scientists, and their financially beholden representatives in Congress and the government. Even outright bribery can take place. 17 On the other side of the equation, there's the consumer, inadequately funded, poorly organized, incompletely informed, ill-represented, and often working on a part-time volunteer basis. It's not much of a contest when it comes to influencing the regulators. 

Enormous amounts of money are required to process a drug through the FDA and the potential profits are astronomical. One former FDA official told me that the cost of the approval process can run into the "hundreds of millions" for one drug. He estimated that Lilly spent $80 million getting Prozac through the FDA. With such a huge investment at stake, and with the prospect of billions in profits, enormous pressure can be brought upon the FDA to find a way to approve a drug. 

 

A WINDOW INTO LEBER'S ATTITUDES

 

In our excursion into the FDA Prozac hearing, we found that the "watchdog" agency seemed more intent on watching over the interests of drug companies than those of the consumer. After the tragic stories were presented, and before the committee heard any scientific evidence, the FDA's Paul Leber declared there was insufficient evidence for the claim that Prozac could cause destructive behavior. The committee chair, psychiatrist Daniel Casey, announced his own similar position. Those opinions would have seemed compelling to many committee members. Casey was the committee chair, and Leber is director of the Division of Neuropharmacological Drug Products and the man responsible for appointing them. 

We get a window into Leber's philosophy from his handling of tardive dyskinesia, the permanent neurological disorder produced by neuroleptic drugs such as Thorazine, Mellaril, Navane, Prolixin, and Haldol, and the worst drug-induced disaster in the history of medicine (see my book Toxic Psychiatry for details). On January 31, 1985, Leber convened the 27th meeting of the Pharmacological Drugs Advisory Committee to obtain advisory committee approval for a label change—a uniform warning for tardive dyskinesia to be required of all the companies manufacturing or distributing neuroleptic drugs. By then, the neuroleptics had been in use for more than three decades. 

As we noted in chapter 4, tardive dyskinesia occurs at the astronomical rate of approximately 5 percent per year in neuroleptic-treated patients. Among older individuals, including hundreds of thousands of elderly residents of nursing homes, 20 percent will develop tardive dyskinesia during each year of exposure. Tardive dyskinesia is a medically caused catastrophe that has victimized tens of millions of people in the past four decades. 

Why, after thirty years, did Leber's division of the FDA finally at last insist upon a uniform warning in every manufacturer's label? Was it an increased ethical, medical, or scientific awareness? 

It snowed on that day in January 1985 in Rockville, Maryland,63 and because of the bad weather, a quorum could not be achieved. So the meeting became a less formal "workshop" in which Leber seemed to speak with unusual freedom about his division's relationship with the drug companies. 

Leber explained that he himself initially resisted the idea of a uniform warning on tardive dyskinesia because he thought the existing labels were adequate. Thus, he explained, he was "somewhat surprised, in the fall of 1983, that we heard a clamor from the press, from the public media, that the products marketed as neuroleptics, largely antipsychotics, were not adequately labeled….”64 The publicity led the FDA to decide "to err on the side of giving overt statements of warning rather than assuming what seemed very clear." In other words, against his own judgment, Leber gave in to public pressure. 

At the January 31, 1985, meeting of the Psychopharmacologic Drugs Advisory Committee, Leber further elaborated on how his division of the FDA had been working closely with industry for one and one-half years to develop new tardive dyskinesia guidelines "that would be fair and that would be acceptable to everyone." The proposed label had been sent back and forth between Leber and the corporations, with Leber modifying it to their desires, until they agreed with the final result. That final result, needless to say, was even weaker than the one originally proposed by his division. 

Leber called this "due process." But it was a process that lacked the participation of consumer- or patient-oriented groups, or any other watchdog groups. No one devoted to patient or consumer advocacy and no one critical of industry was involved. Leber's due process involved writing a warning that was "acceptable" to industry. 

Leber put it this way: "We needed equitable labeling that did not cause injury to industry, as much as it should not cause injury to patients or physicians who have to use neuroleptics under trying circumstances." But there is no mandate from Congress requiring the FDA to "not cause injury to industry" or to protect industry "as much as" patients or physicians. There's no Congressional mandate to protect physicians, either. The FDA's mandate is to protect patients and consumers. 

If the FDA carried out its mandate to protect consumers, then some corporations and some physicians would inevitably at times feel injured, especially in their pocketbooks. That's the whole point of the FDA function: To force industry to meet standards with which industry and the medical profession, left to their own interests, would not comply. 

Leber's commitment not to hurt industry added up to accommodating industry. The uniform label for tardive dyskinesia, created by agreement between the FDA and industry, remains woefully inadequate. For example, it gives no hint of the incredibly high incidence of the disorder or the huge numbers of people afflicted by it. It does not mention that many TD patients develop mental disabilities, including dementia. 

Leber's selection of Daniel Casey to be chairman of the Psychopharma-cological Drugs Committee during the period covering the 1991 Prozac hearing indicates his continued tendency to favor industry. Casey was also present at the FDA's 1985 tardive dyskinesia workshop. In the incestuous world of drug experts, Casey was at that time acting as a paid consultant to McNeil, the manufacturer of Haldol, a neuroleptic with some of the most extreme neurological side effects. Over the years, Casey has taken controversial stances on TD that have helped to protect doctors and drug companies from criticism and from lawsuits.65

 

CONFLICT OF INTEREST ON THE FDA ADVISORY COMMITTEE

 

The FDA has 41 advisory committees that have no inherent power, but whose nonbinding recommendations lend credibility to the FDA decision-making process. The members of the psychopharmacological review committee are appointed from outside the agency for fixed three-year terms. 

The FDA review committee system has recently come under criticism because many of its advisors, who are supposed to have expertise in specific areas, often have ties to industry and a vested professional interest in the very treatments they are evaluating. 18 This turned out to be true about the advisory committee, as well as the consultants, at the 1991 FDA Prozac hearing. 

In addition to chairman Daniel Casey, the FDA's psychopharmacology committee and its consultants consisted of fifteen members, nearly all of them psychiatrists. As psychiatrists, they were wholly committed to maintaining the good name of their profession and its treatments. They would be very reluctant to reach conclusions that might lead to public condemnation and massive lawsuits against the profession and its benefactor drug companies. 

There were no unequivocal consumer advocates66 in the process and, in fact, the FDA relates almost entirely to drug companies and organized psychiatry, to the exclusion of the consumers it is mandated to serve. 

Most shocking, many members of this group of FDA-chosen advisors had so many financial ties to drug companies that the FDA felt compelled to address the problem. The FDA's official "Conflict of Interest Statement" at the 1991 Prozac hearing declared that the meeting would entail "no specific issues dealing with a specific product or sponsor [drug company]." Since no particular drug or company would be the focus of the meeting— but rather the general question of antidepressants, violence, and suicide—the agency wouldn't disqualify anyone. This was a simple ruse to avoid having to disqualify anyone with connections to the companies that make SSRIs, especially Eli Lilly. Except for Lilly, whose drug Prozac held the center of attention throughout the day, every other company invited by the FDA to make a presentation in fact declined to show up. 

The FDA ended up giving five of nine committee members "waivers" to participate.67 19 As one example, FDA committee member James L. Claghorn, M.D., is Medical Director of Clinical Research Associates of Houston, Texas, a firm that is conducting research on the SSRI Paxil (paroxetine) for SmithKline Beecham. Claghorn himself is principle investigator on a grant from Sandoz, the manufacturer of the tricyclic antidepressant Pamelor (nortriptyline). Not disclosed in the waiver signed by Claghorn and the FDA, Claghorn was a clinical investigator for Lilly in one of the Prozac trials. 

As another example, disclosed in a September 13, 1991, FDA memorandum, committee member Jeffrey Lieberman, M.D., Director of Research at Hillside Hospital in Glen Oaks, New York, and a professor at the Albert Einstein College of Medicine in New York, was a principle investigator for several grants from Sandoz, and gave paid lectures sponsored by the company. 

Michael E. Stanley, Ph.D., professor of clinical psychopharmacology at Columbia's College of Physicians and Surgeons, was a consultant to the FDA at the hearings. Stanley's potential conflicts of interest are described in a September 17, 1991, FDA memorandum. His duties at Columbia involved him in many drug company research projects, including two grants from Pfizer for testing the SSRI Zoloft (sertraline). But most remarkable is Stanley's personal financial relationship with Eli Lilly. At the time of the FDA hearing, Stanley was being paid $26,250 by Eli Lilly to write a paper on the very subject of the hearing— "examining the possible relationship between suicidal behavior, treatment with antidepressants, and serotonergic systems." Lilly would not pay so much money without anticipating a favorable result. 

Paul Leber and the FDA knowingly hired Stanley as a virtual double agent, working for both the FDA and Lilly at the same time on the same controversial issue. The FDA's use of him as a consultant at the Prozac hearing indicates a callous disregard for the very concept of conflict of interest. 

Perhaps an even more disturbing conflict of interest involved committee member David Dunner, a psychiatrist from the University of Washington Medical Center in Seattle. 20 Dunner is actively involved in obtaining grants for the university and in administering them as the chief investigator, although he himself is paid by salary from the university. In addition to $500,000 worth of drug company grants that he supervises at his university, there was, at the time of the FDA hearing, $200,000 in grants "pending" from Eli Lilly, including one for an antide-pressant study. 

The September 16, 1991, FDA summary of Dunner's financial relationships states that he "anticipates doing occasional lecturing" for about ten drug companies. In reality, he had already done at least several dozen paid lectures for Eli Lilly alone. Although we don't have specific information on how much he was paid for these drug company—sponsored presentations, the "honoraria" usually run at least $1,000 apiece, plus lavish expenses. 

The FDA description of Dunner's activities did not mention that he had been a principal investigator in one of the studies, Protocol 27, used by Lilly to gain FDA approval of Prozac (see chapter 3). 

A year before the hearing, Dunner had given a presentation at a workshop for doctors on depression sponsored by Eli Lilly. A report on his presentation in Psychiatric Times describes Dunner as citing Teicher's study on intense and violent suicidal thoughts in response to Prozac. 21 The report, summarizing Dunner's remarks, states, "While there is no evidence from controlled studies to support these findings, close clinical monitoring is advisable." 

It would have been helpful if Dunner had taken that position at the FDA hearings. (If the FDA had required a statement about the need for "close clinical monitoring" concerning Prozac-induced suicide, it could have saved many lives.) But the hearing record shows that Dunner made no such comments. He left early, leaving behind a proxy to vote negatively on the question of whether or not there is any "credible evidence" to conclude that antidepressants can cause or intensify suicidal thoughts. 

It is difficult to decide what is more reprehensible—FDA consultants and voting committee members so beholden to drug companies that they could not possibly make an objective evaluation or laboratory researchers so dependent upon the same drug companies that they cannot carry out objective research. What is clear is the iron grip that the drug companies hold on every aspect of the mental health profession, from the labs to the clinical offices, and beyond to the FDA itself. 

Although the FDA has been generous in allowing experts with drug industry ties and interests to sit on advisory panels, it did not show similar generosity to a breast implant critic. The 1992 FDA advisory panel on silicone breast implant safety included one Baltimore doctor, Norman Anderson, whose voting privilege on that panel was canceled by the FDA, who claimed he was biased. According to a February 13, 1992, Associated Press release, Anderson had been influential in getting the FDA to reinvestigate breast implant safety and had publicly advocated removal of implants from the market. The FDA explained that Anderson's statements to media "led to an appearance of his inability to render objective advice." 

 

ELI LILLY PROVIDES PROFESSIONAL SERVICES AT APA

 

Eli Lilly is a powerful American corporation, but Prozac, with its 1993 sales of $1 billion, has given it a special place in psychiatry and within America itself. In May 1992 at the American Psychiatric Association meetings, Lilly's display in the exhibition hall was by far the largest, eighteen-by-thirty-six paces, the size and quality of a well-appointed hotel lobby. Washington Post reporter Joel Achenbach interviewed me on site as I gave him a tour of the fabulous displays aimed at turning on America's psychiatrists to even higher rates of drug prescription. He quoted me describing the annual psychiatric meeting as "the World's Fair of drug companies." Virtually the entire giant meeting was bought and paid for by the drug companies —everything from "scientific panels" to the message center and the lavish entertainment. Organized psychiatry couldn't run its conventions or scientific meetings, its newspapers or its journals, its media outreach programs or its lobbying office, without drug company money. 22 

 

LILLY PROVIDES A "SERVICE" TO PRACTICING PHYSICIANS

 

Drug company advertisements are supposed to meet stringent standards for truthfulness and educational value set down by the FDA, but it is widely acknowledged that the FDA has neither the manpower nor the will to monitor the profusion of ads in medical journals. A 1992 survey by the Office of the Inspector General of the Department of Health and Human Services, for example, found that the majority of ads failed to meet medical or FDA standards. The investigation found that many ads lack educational value and that many are misleading and unscientific, with false claims for special advantages. 

Meanwhile, according to the Inspector General's Office, as of 1990 the FDA "had not successfully prosecuted a violative drug advertiser in 23 years," but had begun to do so in 1991. 

In this light, consider a multicolor ad for Prozac in the January 1994 issue of The Journal of Clinical Psychiatry. Dominated by the picture of a troubled face, it offers only a five-word headline and a short checklist. The complete headline reads "First line for all nine ..." And below the picture, there is a checklist of nine "symptoms of depression," directly implying that Prozac should be the first choice in regard to each of them. The symptoms are "depressed mood, sleep disturbances, slowness/ restlessness, loss of interest, weight/appetite change, guilt/feelings of worthlessness, fatigue, lack of concentration, thoughts of death.”68

In what possible sense is Prozac "first line" for all of these symptoms? In terms of efficacy, Prozac is no better than many other antidepressants and, in the FDA trials, was usually less effective than the old-time tricyclics. Furthermore, Prozac is a poor and even hazardous choice for many of the nine symptoms. It is dangerous to give Prozac to depressed people who suffer from the most common form of "sleep disturbance," insomnia. It can drastically worsen the insomnia, potentially driving the patient into desperation. Prozac is similarly a poor choice for depressed patients who undergo the most frequent type of weight and appetite problem, loss of appetite. As Richard Kapit's in-house FDA evaluation suggested, Prozac can make people seem or feel more depressed by inducing greater weight loss and insomnia (see chapter 4). Similarly, in patients suffering from "restlessness," Prozac runs the risk of producing akathisia, agitation, or mania, with severe behavioral abnormalities, including violence against self or others. Prozac can also worsen loss of interest, lack of concentration, and especially thoughts of death. 

Notice that last item—Prozac being promoted as "first line" for treating thoughts of death. Seriously suicidal people were excluded from the FDA trials, and the drug has been implicated as a cause of obsessive, violent suicidal thoughts. 

Lilly's Prozac ad could lead physicians into dangerous prescribing practices with very harmful consequences. It has been known for some time that a large portion of physicians, however much they deny it, tend to be greatly influenced by drug company advertising and salespersons ("detail men"). A 1982 study by Jerry Avorn and colleagues from Harvard Medical School found that commercial rather than scientific sources of information sway doctors and tend to miseducate them. The Harvard group's prime example was another Lilly product, Darvon, whose efficacy was overestimated by half the doctors surveyed. 

 

LILLY OFFERS "PUBLIC SERVICE" THROUGH THE NATIONAL MENTAL HEALTH ASSOCIATION

 

On March 10, 1994, we received an information packet we had requested from the National Mental Health Association via their 800 number. In addition to a slip of paper asking for memberships or donations, the packet contained two items. One was a pamphlet entitled "Answers to Your Questions About Clinical Depression." It provides a checklist to test yourself for depression and talks about how people are relieved to learn that depression is a "medical illness" and that "medical research has produced a variety of effective new medications to treat the illness." At the back of the brochure is the Eli Lilly logo and a statement: "Provided as a public service through an educational grant from Eli Lilly and Company." The other item in the envelope is a photocopy of the March 26, 1990, Newsweek cover story with a giant headline, "PROZAC: A Breakthrough Drug for Depression," and a picture of the honored Pulvule itself.

Why would the National Mental Health Association go so far out of its way to promote Lilly and Prozac? Because Lilly had infused the ailing philanthropic organization with an estimated $3 to $4 million for a national campaign on depression. 23 In addition to the massive campaign, individual state mental health associations would each be given $5,000. In return, they spewed a tidal wave of Lilly promotional materials across the nation. 

The Wall Street Journal, which usually lavishes its support on the drug companies, raised questions in its headline, "Critics See Self-interest in Lilly's Funding of Ads Telling the Depressed to Get Help." 24 The newspaper observed, "The campaign is the most recent twist in a controversial trend in which pharmaceutical companies use consumer advertising to drive sales of prescription drugs." 

An April 10, 1994, New York Times column by Elisabeth Rosenthal observed, "Some psychiatrists were infuriated by last year's multimedia advertising campaign sponsored by the National Mental Health Association." Drug companies argue that these campaigns are educational but, according to Rosenthal, many physicians disagree. She cites Marcus Reidenberg, M.D., editor of the Journal of Clinical Pharmacology and Therapeutics, as stating that drug companies "are taking symptoms of daily living, of normal existence, and converting these into diseases requiring medical treatment." 

Rosenthal also quotes David A. Kessler, M.D., the Commissioner of the FDA, concerning consumer-oriented drug company campaigns in general. Kessler believes that "The effort is directed at getting people to walk into their doctor and demand a pill." Kessler also said of the drug companies, "They're not educating people about the medicines they take—which is what needs to be done—they're trying to increase demand." 

 

LILLY OFFERS "PUBLIC SERVICE" THROUGH THE NATIONAL INSTITUTE OF MENTAL HEALTH

 

Before we come down too hard on the National Mental Health Association, it should be noted that Lilly had already established a similar hand-in-glove relationship with the National Institute of Mental Health and other federal agencies. In the 1980s, the NIMH developed a massive PR program for biopsy-chiatry called "D/ART-DEPRESSION/Awareness, Recognition, Treatment," aimed at encouraging more people to see psychiatrists and especially to take drugs. 25 Among its many projects, D/ART produced a pamphlet, "Depression: What You Need to Know," that included special mention of serotonergic drugs. At that time, Lilly's Prozac was the only one available. Lilly supported the publication of the project, which has received mass distribution with Lilly and the government sharing credit for it. A statement says, "Printed and distributed as a public service" by the drug company. 

In his "Beat the Devil" column in The Nation (January 31, 1994), Alexander Cockburn takes Lilly and NIMH's director, Frederick Goodwin,69 to task for collaborating in trying to convince massive numbers of Americans that they suffer from depression. The government report and press conference were supported by Eli Lilly. Warns Cockburn, "Even now N.I.M.H.-type zealots may be brooding how to get Prozac into the national synapses, inhibiting serotonin re-uptake, getting people on the even, zombielike keel foreseen by Aldous Huxley with soma in Brave New World." Another public service from Eli Lilly. 

 

ELI LILLY PROVIDES "PUBLIC SERVICE" THROUGH THE GOVERNMENT

 

Can Lilly and other drug companies directly influence government agencies? The Foundation for Advanced Education in the Sciences (FAES) 26 is a private foundation whose membership consists of National Institutes of Health (NIH) employees and "alumni." Until very recently, it for many years funneled millions of dollars to NIH scientists. The donations came from a variety of sources, including pharmaceutical companies. The first accounting we received included grants from Pfizer, A. H. Robins, G. D. Searle, CIBA-Geigy, Merrell Dow, Sandoz, Upjohn, Hoffman-La Roche, Abbott Labs, Du Pont, Bristol-Myers, and Eli Lilly, among others. 

The pharmaceutical firms used FAES to specify to whom their money would be donated and for what purposes. Through the Freedom of Information Act, we found, for example, that biopsychiatrist Judith L. Rapoport, chief of NIMH's Child Psychiatry Branch and a key person in pushing the use of drugs on children, has been receiving money from Eli Lilly and from CIBA-Geigy, the makers of Ritalin. 27 The CIBA-Geigy money was specified for research trying to demonstrate that childhood disorders are biological in nature—and hence, suitable for drug treatment. 

Recent concerns about potential conflicts of interest have now caused the government to require that drug companies give the money directly to the federal agencies without strings attached concerning its use. FAES had to turn over $4 million in gifts to be administered by NIH. Since then, the drug companies have severely cut back on this aspect of their "public service," plunging FAES into financial difficulty. 28 

Meanwhile, Lilly finds other ways to influence government. According to a New York Times story by Neil Lewis, Lilly ranks third among drug companies in donations to members of Congress. 

 

LILLY BUYS A "PUBLIC SERVANT"

 

Psychiatrist Steven M. Paul was still scientific director of NIMH in March 1993 when he wrote an Op Ed feature for the Wall Street Journal. Announcing that he was moving on to become a vice-president of Eli Lilly, Paul defended drug companies against the criticism about excess profits and high prices being directed at them by President Clinton. 

Lilly's hiring of one of the most influential men in government mental health research smacks of the military-industrial complex. As long as this can take place, federal researchers and administrators are bound to be motivated to seek favor with the giant drug companies. It can end up guaranteeing a lot more than a government pension. We don't think it's "public service" that led Paul to defend drug company products. 29 

We don't think it's chance that, in the last few years, federal health researchers have been vigorously supporting the possibility that drugs like Prozac might be used for the control of potential violence on a wide scale in America. In doing so, the government is trying to open up the greatest possible market ever envisioned for a drug-violence prevention and control. Toward this end, the government has been paying for research aimed at showing that violence is genetic, that it can be caused by serotonergic imbalances, and that SSRIs may be able to cure it.70

 

LILLY OFFERS "PUBLIC SERVICE" THROUGH PRESIDENT BUSH AND VICE-PRESIDENT QUAYLE

 

Corporations in general have had increasing influence over government policy under the Reagan-Bush administrations, but especially close ties existed between Eli Lilly and both Bush and Quayle. Before he ran for vice-president, George Bush was on the Board of Directors of Lilly, and as vice-president he continued to lobby on behalf of the company's interests. 30 Before his financial holdings were placed in a blind trust, Bush owned $90,000 of Lilly stock. 

According to the National Journal, as vice-president Bush "repeatedly intervened to help the [drug] industry," for example, by easing the first stage of the FDA approval process for drugs in general. 31 Could these eased regulations have contributed to the recent deaths from liver failure in association with an Eli Lilly anti-hepatitis drug as it was undergoing early stages of testing at NIH? Sidney Wolfe, M.D., Director of Nader's health research group, has accused Lilly of failing to make required reports to the FDA concerning the hazards of this drug in time to save later experimental subjects from fatal side effects. Lilly denies any negligence. The law requires reporting only if it is known that the complications were directly related to the drug. Researchers did not attribute the liver failures to the hepatitis drug.71 32 

Coming from Indiana, Eli Lilly's home state, Dan Quayle naturally had close ties to the corporation, which supported him in his senatorial campaign. The Nation reports that as head of the Council on Competitiveness, Quayle asked Lilly to help re-evaluate the FDA approval process to make it more to the liking of industry. 33 Undoubtedly Lilly's contribution was seen as one more public service. 

According to a 1992 report by Ransdell Pierson in the New York Post, Quayle did succeed in cutting several years off the time most drugs require for FDA approval. More important, perhaps, the coalition between Quayle and Lilly surely must have been known to FDA officials during the Prozac approval process. 34 

Could these ties have influenced the FDA's rush to approve Prozac despite its demonstrated lack of efficacy and dangerous stimulant profile? Bureaucratic administrators are exquisitely responsive to pressures, direct or indirect, from the White House and Executive Office Building, and the mere knowledge of the Bush and Quayle ties to Lilly could have made them overly sensitive to the interests of the drug company. 

 

THE FDA, L-TRYPTOPHAN, AND DRUG INDUSTRY PROFITS

 

In 1989 the ingestion of the food supplement L-tryptophan was associated with more than 1,500 cases of a rare and potentially fatal disease, Eosinophilia-Myalgia Syndrome (EMS). An amino acid, L-tryptophan is used by the brain to manufacture serotonin. Since the late 1960s it's been used as a relatively safe, inexpensive, nonprescription alternative to psychiatric drugs for such disorders as insomnia, depression, and anxiety. 

When Lilly and other drug companies began promoting their expensive, dangerous serotonergic agents, millions of people had already been using L-tryptophan for many years. But following the outbreak of EMS, L-tryptophan was taken off the market and then banned by the FDA in March 1992. Even though the problem was eventually traced to a specific contaminated batch of L-tryptophan produced in Japan, all L-tryptophan remains banned. 35 

Those who look critically at the FDA and the psycho-pharmaceutical complex have voiced concerns that the continuation of the L-tryptophan ban will force people to use SSRIs instead. 

 

LILLY PROVIDES "PUBLIC SERVICE" THROUGH THE AMERICAN JUSTICE SYSTEM

 

In chapter 5 we described the case of Dwight Haflor III, in which I participated as an expert witness and took the position that Prozac had played a role in producing his violence against his former wife. After it became clear that Harlor was using a "Prozac defense," Eli Lilly contacted the prosecution and offered to help them undermine my testimony and to build their case against Dwight. Dwight Harlor wasn't going up just against the state prosecutor, he was going up against one of the wealthiest and most savvy corporations in the nation. 

After the case was over, I spoke by telephone with the assistant prosecuting attorney, Dennis Hogan, who was in charge of the case, and asked him if Lilly had offered any financial help. Hogan immediately responded, "I told them it would be unethical for the prosecution to accept funding." But on further questioning, he could not recall exactly what kind of financial help they had volunteered. He did remember that Lilly provided him the names of expert witnesses, background information on the issue of Prozac and violence, research studies, and a long list of questions to ask me on cross-examination. It was apparent to me that Hogan didn't want to fill me in on the details. 

According to Dwight's attorney, Ed Davila of Canton, Ohio, Lilly also provided Hogan with a large tabulated document, about one and one-half inches thick, including a biography of me and statements I have made in print and to the media. Lilly also provided transcripts and summaries from a previous Prozac defense trial in which Davila was involved. In addition, it offered free, unlimited assistance from a major Columbus, Ohio, law firm to help with research, advice, and related activities. The long list of questions to ask me on cross-examination would have taken a day to answer. According to Davila, he and Hogan laughed about how most of the questions were irrelevant to Dwight's case, but seemingly of interest to Lilly for other purposes or occasions. 

According to Davila, Assistant Prosecutor Hogan told him that Lilly also offered to fund the prosecution's expenses, including the high cost of experts. Davila explained to me that Hogan, a former public defender, rejected the financial offers as unethical, but made use of the huge store of information sent to him. 

Davila explained that Lilly had made similar overtures of financial assistance to the state prosecutor in an earlier Prozac defense case he was defending. In that instance, the prosecutor had confirmed in court that Lilly offered to fund the state's case and that the state had, in that instance as well, rejected the funding as unethical. 

The Harlor case was a defeat for Eli Lilly in that the Prozac defense contributed to his staying out of jail. But Davila believes that Lilly probably prefers these negotiated plea bargains to court battles, since they contribute to a false conclusion that no Prozac defense cases have come out successfully. 

Lilly's involvement in the Harlor case is part of an overall company strategy. Lilly has been intervening vigorously in the criminal justice system on behalf of state prosecutors in order to discredit the "Prozac defense." 36 Lilly doesn't want the courts putting their imprimatur on the idea that Prozac can cause violent and criminal behavior and so, in effect, it gangs up on ordinary citizens who lack the financial clout to fight off both the state and one of the nation's most powerful corporations. 

According to Amy Marcus in the Wall Street Journal, an attorney remarked on the Lilly strategy: 

 

Not only am I fighting the prosecutor, now I'm fighting the resources of Eli Lilly. That isn't fair when I'm trying to defend someone [who is] on a limited budget in a capital case. 

 

Another observed:

 

Permitting a multibillion-dollar private enterprise to join in a consortium with a government prosecutorial agency raises very strong constitutional issues relating to a defendant's right to a fair trial. 

 

In order to discourage malpractice suits against doctors who prescribe Prozac, Lilly has guaranteed to fund the defense of any physician who prescribes Prozac according to accepted practice. 37 Since dozens of malpractice suits have been brought against physicians who prescribe Prozac, this is a big promise, aimed once again at keeping Prozac's image untarnished. Lilly made the offer at a moment when it looked as if sales might be hurt by accusations that its antidepressant could cause suicide and murder. 38 

Many drug companies vie with Lilly for influence in the psycho-pharmaceutical complex. 39 Lilly has merely taken center stage with the success of Prozac. Now that Bush and Quayle are out of office, perhaps Congress could begin an investigation of drug company influence in America, perhaps starting with Lilly's intervention in the justice system. 

We have discussed the story of Margaret McCaffrey, whose daughter, a neurologist, killed herself while taking Prozac. On November 8, 1993, Congressman Edolphus Towns, chairman of the House Subcommittee on Human Resources and Intergovernmental Relations, wrote to Prozac survivor Margaret McCaffrey to explain that he is planning a future investigation of the FDA's approval process for psychiatric drugs, including Prozac. The public should remind Congressman Towns to make this a top priority. 

 


 

Nine

How and Why to Stop Taking Psychiatric Drugs

 

Nowadays it is fashionable, although unproven, to think of depression as genetic and biochemical in origin, and to turn to drugs as the answer. We have seen that many professional and economic interests drive society in this direction.72 We now turn to some of the more personal motivations that people have for relying on psychiatric drugs, and we introduce the basic principles of how to withdraw from these medications. 

 

Depression Often Seems to Be Physical

 

Depression often has a physical feeling to it. It's as if the brain has become gummed up, the body slowed down. The person has trouble focusing attention or recalling simple things, and may worry that these symptoms herald the onset of Alzheimer's disease or a brain tumor. Weight loss is common, although weight gain occurs as well. Insomnia is frequent. Sometimes, instead of feeling sluggish, the depressed person feels driven or agitated, as if trying to escape the unseen, unnamed enemy; and again, the inner pressure can easily feel physical in origin. 

In the extreme, the afflicted individual begins to harbor fantasies that reach a delusional scale—bodily organs deteriorating, an awful smell emanating from one's pores, worms crawling out of the skin. Spiritual torment becomes transformed into physical sensations and fantasies, and other unreal imaginings. 

Because depression often is associated with physical symptoms, people are prone to view it as biological in origin. But the presence of physical symptoms by no means suggests a physical cause. Fear of being mugged, for example, can cause the heart to beat faster, the pupils to enlarge, the hands to tremble, the blood pressure to rise, and the skin to sweat. Similarly, great joy at greeting a loved one can take our breath away, bring color to our faces, cause us to tremble, and sometimes bring tears to our eyes. In neither case should the physical response be used as evidence for a physical cause. 

Our dog, Blue, gets dreadfully depressed when we leave him overnight at the veterinarian, where he languishes in a tiny cage side by side with other desperate and lonely animals. He stops eating and loses weight. After a recent overnight at the vet's, he "blew his coat"—huge gobs of his magnificent fur fell out. These are physical symptoms from an emotional distress. 

People also come to believe that depression is physical because it's so painful, so overwhelming, so extreme. They feel as if they are "sick" and they often look ill. But that's the way human emotions affect us. Children and primates who are emotionally abandoned can fail to thrive and even die. Their anguish is psychological in origin, but it becomes lethal to their physical body. That desperation, despair, or other emotional responses have become extreme does not prove that they have a biological or genetic origin. 

Emotional stress can produce physical changes in the body. Steroid and adrenaline production, for example, can markedly increase, and the output of sexual hormones can decrease. Severe inner conflict and stress can cause or worsen physical diseases, including a number that afflict the cardiovascular and digestive systems, and the skin and hair. But the development of these physical symptoms takes place without an underlying genetic or biological cause. 

The idea of having a "disease" can be appealing when we lack confidence in our capacity to overcome our problems. If depression is a disease, then we take encouragement from turning to doctors. And we can stop blaming ourselves so much. All this is very understandable and very human, but it's not necessarily the correct or best way to view human suffering and its relief. 

Being human, having suffered in our own lives, and having shared the suffering of those near and dear to us, we can easily understand the temptation to fall back on "I have a disease." But experience has taught us that it's best at all times to stay in charge of our own lives—to understand, to grow, to seek meaningful comforts, and to empower ourselves, however difficult it may seem at any given moment. 

 

How Psychiatrists Often Take Advantage

 

Frightened, helpless-feeling, self-blaming people can easily be influenced by authorities who promise them relief and absolution, which is what many psychiatrists do when they claim that depression is genetic and biological in origin and can be relieved with a pill. In a sense, psychiatrists take advantage of the patients' worst feelings about themselves. Patients seek professional advice because they feel helpless and personally defective. The psychiatrist says, in effect, "You are helpless and defective, but it's a physical disease rather than a mental or moral failing." Depression, in reality, is neither a disease nor a moral failing. It is a psychological signal that an individual has become stymied and overwhelmed and needs to find a new approach to life. 

Psychiatrists have been claiming that depression is physical or biological ever since the inception of the profession hundreds of years ago. Despite all the media coverage about this "new" understanding of depression, it's a very old theme. Why have so many psychiatrists continually claimed that depression is biological? The answer is simple: Because they are physicians. As physicians, they are trained to examine problems at the physiological level. As physicians, they are trained to treat physical diseases. If they concluded that human suffering was psychological and spiritual rather than medical in origin, psychiatrists would have to give up trying to help depressed people through medicine. Some psychiatrists are willing to do this, but they are the exception. For most psychiatrists, their training, professional identity, authority, standing in the community, and income are tied up with the validity of the medical approach. 

Meanwhile, there is no substantial scientific evidence that depression is physical or genetic. While this conclusion may be stunning to the reader who is familiar with the psychiatric propaganda that graces the science sections of newspapers and magazines, it is scientifically incontrovertible. While some physical diseases, such as thyroid disorders or Cushing's disease, are sometimes associated with depressed feelings, there is no convincing evidence that any problem routinely seen by psychiatrists has a genetic or biological origin.73

 

The Lessons of Alcohol for Prozac Users

 

While profoundly distressed people sometimes feel relief and encouragement when told they have a genetic and biological disease, there are other more unfortunate effects that I often discover in my practice. Convinced that they have a genetic-biochemical defect, depressed people can end up believing that they are stuck forever with being "ill." These false biological principles can become frightening to anyone struggling with a bout of depression. Families begin to remember that Aunt Harriet or Grandfather Paul was probably depressed, and fears are magnified for the currently depressed family member. Everyone aligns with the psychiatrist in trying to convince the family member to take drugs for the duration of his or her life in order to manage the otherwise inexorable disease. In clinical practice, this is becoming an increasing problem, as therapeutic efforts run counter to the patient's conviction, gleaned from the media, that he or she has a biochemical imbalance. 

Biochemical and genetic theories leave patients feeling dependent on experts. Sometimes they go from doctor to doctor hoping someone will come up with the right medical diagnosis or drug treatment. If they remain depressed, a biologically oriented psychiatrist will eventually recommend electroshock, a treatment more likely to permanently wreck than to improve a life. 1 

In my view, patients who become enmeshed in biopsychiatry often become victimized by what I have called "iatrogenic74 denial in authoritarian psychiatry." 2 Any drug—including alcohol—that affects the mind is actually producing brain dysfunction. This diminishes the victim's capacity for self-insight, especially in regard to the degree of dysfunction he or she is experiencing. Some of this denial is physiological in origin and some is a psychological defense against dealing with impairment. 

Our knowledge of the effects of alcohol provides a valuable lesson for Prozac users. If you are taking any kind of psychoactive drug, from Prozac to cocaine or alcohol, it's important to realize that the drug itself can drastically compromise your ability to assess its impact on your mind and body. 

In recent years the ads have said: "Friends don't let friends drive drunk." But have you ever tried to take away a drunk friend's car keys? Your friend is certain he can drive circles around you, at the very moment that he's barely able to rise from his barstool. This is very important for anyone reading this book: You may, or may not, be in a position to judge the true effect that any drug, including Prozac, is having on your mind. 

People who have thought that alcohol helps them socialize are sometimes appalled when they give up drinking and go sober to the same parties. They realize they were fooling themselves all along. They weren't socializing in any real sense. They were being drunk with a lot of other drunks. All of a sudden, what once seemed like superior performance now appears like a disability. 

If you yourself are taking Prozac, remember the lesson from alcohol: The person taking a psychoactive drug is impaired in his or her ability to judge its effect. You may feel better than ever—but you may not be. Patients on Prozac may no longer perceive either the drug-induced toxicity or their personal problems. They may believe they are better off when, in reality, they are worse off. Meanwhile, the psychiatrist too often joins the patients in mutual iatrogenic denial by claiming that the treatment is harmless to the brain, that it produces no serious side effects, and that the patients have biochemical imbalances rather than emotional problems. 

Patients who are prescribed drugs frequently tend to give up trying to understand themselves, including the sources of their problems and their potential for psychological or spiritual growth. They can become skeptical and despairing about the possibilities of overcoming depression through self-insight, improved principles of living, a better family life, a more inspiring occupation, and all of the other transformations that often lead to spiritual triumph. 

With increasing frequency, psychiatrists tend to tell patients that their problems are not only biochemical but genetic. When people are told that their emotional difficulties are genetic, they begin to look differently upon themselves. They can feel less able to personally deal with their problems. They may also change their attitudes toward their own children, who now seem vulnerable to the same or related genetic diseases. Instead of accepting the inevitable anguish of growing up, it becomes easy for these parents to see every difficulty as a sign of erupting disease in their children. Instead of examining and resolving conflicts within the family, or otherwise improving the child's home or school environment, they find professionals to help them blame everything on the youngster's genetic makeup. As a result, millions of children and adolescents end up on psychiatric drugs3 or, as Louise Armstrong has described in And They Call It Help, they are thrown into mental hospitals. 

 

Are My Feelings Real or Just a Drug Side Effect

 

When depressed patients receive psychiatric drugs, the enormously confusing factor of toxicity is added to their emotional problems. Once a course of medication treatment for depression is begun, it becomes difficult to differentiate between adverse drug effects and the original depression, as well as other feelings, such as anxiety or anger. Patients on drugs have grave difficulty evaluating their mental condition, let alone the specific contribution of drugs to their upset. To add to their confusion, they have usually been told that the drugs are relatively harmless. In discussions among the committee members and consultants at the FDA Prozac hearing, for example, it was remarked that doctors often fail to tell Prozac patients about the most widely recognized side effects, such as insomnia or agitation, let alone the more controversial ones, like violence and suicide. 

Patients and their families are rarely made aware that, when medication is stopped, withdrawal effects can mimic emotional problems. For the patient and family, it seems as if the illness is returning or some new emotional problem is surfacing. 

Psychiatrists and other physicians commonly fail to distinguish between adverse drug effects and the individual's original depressed condition. Doctors encourage this confusion by talking about how drugs can "bring out underlying emotional problems" when, in fact, the drugs are creating them. Biased psychiatrists tend to attribute new symptoms to the patient's condition without exploring the possible need to reduce or stop the medication. 

In chapter 7, for example, we saw how the most obvious twitches and spasms from neuroleptic-induced tardive dyskinesia have been blamed on "mental illness." Instead of withdrawing the neuroleptics and discovering the presence of a permanent neurological disease, the tendency was to increase the dose of the offending drug.75 As a result, it took decades for the profession to recognize tardive dyskinesia, and, even today, it frequently goes unrecognized in actual practice. 4 

In the case of SSRIs, drug-induced agitation is likely to be treated with sedatives, which in themselves can cause agitation, creating a vicious cycle. Or drug-induced insomnia may be treated with sleep medications, which in themselves eventually become ineffective or produce rebound insomnia. 5 Or drug-induced depression, sometimes associated with withdrawal, will be treated with increased doses of the offending drug. 

Many psychiatrists claim that they rarely if ever encounter serious withdrawal effects from antidepressants or, for that matter, from any psychiatric drugs. Yet I frequently deal with withdrawal reactions in my practice. Why is there this seeming difference in experience? In addition to the bias that keeps too many psychiatrists from confronting the harm that drugs can do, there is another factor. 

When I realize the patient has developed significant new symptoms while on a drug, my tendency is to withdraw the medication, leading to the discovery that the symptoms then disappear. Also, I am frequently consulted by patients who feel unable to stop taking psychiatric drugs. In the treatment process, the patient and I often discover that stopping the medications brings about serious withdrawal symptoms. 

In contrast, other psychiatrists tend to assume that any new symptoms are due to changes in the patient's emotional "pathology" rather than to drug effects. So they either increase the drug dose or prescribe an additional one. After a while, patients end up taking several drugs at once, and typically have more problems from unrecognized toxicity than from their original emotional problems. 

 

Finding Help in Coming Off Psychiatric Drugs

 

As the warning in the front of the book states, it can be very dangerous to withdraw from almost any psychiatric drug, and professional consultation and supervision is necessary. 

If an individual is trying to withdraw from sedative or tranquilizing psychiatric drugs, such as Xanax or Valium, help is often available in the form of "detox centers" or other drug abuse programs. Almost every city has resources of this kind and local physicians or medical societies know how to locate them. On occasion, drug abuse facilities may be willing to accept a patient who is having trouble withdrawing from supposedly nonaddictive drugs, such as neuroleptics and antidepressants, but usually they will not. 

Unfortunately, many psychiatrists have little experience withdrawing patients from antidepressant and neuroleptic drugs, and some display a limited inclination to learn more about it. Other than my own books and workshops, I don't know of any professionals who devote much time to this critical subject. 

For individuals who are having trouble finding a psychiatrist who is sympathetic to withdrawal from supposedly nonaddictive psychiatric drugs, another approach is to locate an internist or general practitioner who will supervise the medical side of it. The patient can, at the same time, seek psychotherapeutic support from a nonmedical therapist, such as a clinical psychologist or social worker (see Appendix for information on how to locate a psychotherapist). Sometimes Twelve-Step programs can be helpful as well. Psychiatric survivor groups can also provide moral support and sometimes can direct people to sympathetic professionals (see Appendix for a listing of these groups). 

 

Understanding Drug-Withdrawal Symptoms

 

Here are a few principles that can help professionals and consumers alike become more alert to drug-withdrawal problems:

 

1. Any physical or emotional reaction that develops within a few hours or days after stopping a psychiatric drug may be due to withdrawal. 

It may also be caused by a potentially debilitating fear of doing without the drug. It usually takes longer than a few hours or days after stopping the drug for the patient's original emotional problems to return. 

2. Any emotional reaction that is accompanied by physical symptoms during or shortly after drug treatment should raise suspicions of a drug reaction, either toxicity or withdrawal. 

During withdrawal, many tricyclic antidepressants and neuroleptics, for example, produce a flu-like syndrome with headache, muscle and joint aches, chills, nausea or vomiting, loss of appetite, and diarrhea, as well as insomnia and emotional distress. 

3. Any symptom that is opposite to the drug effect may be due to withdrawal. 

The brain almost always tries to overcome or compensate for the impact of a drug. As a result, withdrawal from a medication that causes sedation and sleep is likely to produce agitation and insomnia. Conversely, withdrawal from a drug that produces stimulation or alertness, including SSRIs, is likely to produce fatigue and dullness. 

4. Drug withdrawal commonly occurs during drug treatment as the brain tries to overcome the drug effect. 

Patients taking sleeping pills or minor tranquilizers at a fixed daily dose can find themselves developing insomnia and agitation, while patients taking stimulant drugs like Prozac or amphetamines can find themselves becoming fatigued, exhausted, and in need of sleep. 

Drug withdrawal that takes place during drug treatment frequently manifests itself at that time of day when the drug effect is wearing off. Although hard evidence is not yet available, this is likely to be more obvious with the use of short-acting drugs such as Paxil or Zoloft, rather than with Prozac. When the drug is active in the body for a briefer time, withdrawal symptoms can arise more quickly and with more impact. If the drug is taken in the morning, withdrawal symptoms may turn up in the evening, and vice versa. 

As a very short-acting drug, the sleeping pill Halcion can produce several withdrawal reactions by the next afternoon or early evening before the next dose is taken. Patients have been known to become agitated, disturbed, depressed, and violent while taking Halcion, sometimes as drug withdrawal occurs during the next day. 6 

 

Principles of Drug Withdrawal

 

The following principles may help professionals and patients with the drug-withdrawal process:

 

1. It is not safe or desirable to use this book as the sole basis for withdrawing from psychiatric drugs. 

Drug withdrawal requires the supervision of a competent, experienced professional.

2. Respect the patient's wishes and right to know. 

Despite the virtual monopoly over media coverage achieved by leaders in biological psychiatry, there is a broad range of opinion about the usefulness of psychiatric drugs within the mental health field and among consumers. Individual opinions, including those of patients, should be respected. When patients come to me, for example, I do not urge them to stop taking drugs unless there is an unequivocal immediate threat posed by drug toxicity. Rather, I try to inform them of all the relevant information, including the existence of viewpoints contrary to mine.76 A physician may hold a position that differs from that of his or her patient, but should nonetheless pay attention to the opinions and subjective perceptions of the patient, and recognize the patient's right to seek a doctor who is like-minded. 

During the process of withdrawal, it is especially important to focus on the patient's subjective responses. When patients ask me, "How long will it take for me to get off this drug?" I usually emphasize that it will take as long as necessary from the patient's viewpoint. 

3. Withdrawal from certain drugs can be extremely dangerous. 

Abruptly stopping large doses of sedatives and minor tranquilizers, especially shorter-acting ones like Xanax or Halcion, can be life-threatening. Withdrawal from some drugs, including sedatives and anticonvulsants, can produce seizures. 

4. Unless a physician determines that the patient is undergoing a toxic drug reaction that requires rapid withdrawal, it is best to err on the side of withdrawing too slowly rather than too rapidly. 

How much time to take for withdrawal is a complicated question, depending on the drug, its combination with other drugs, and the patient's health and subjective feelings. It requires a competent professional evaluation to determine the safety parameters for length of withdrawal. In general, however, most psychiatrists tend to withdraw drugs too rapidly, and then to err once again in reinstating them without giving the patient a chance to get through the withdrawal phase. 

5. If a patient is taking several psychiatric drugs, it is usually best to stop one drug at a time. 

Removing one medication at a time makes it easier for the doctor and patient to assess what is happening during the withdrawal process. As a corollary, if a patient is taking several psychiatric medications at once, it becomes impossible to disentangle their overall impact on the brain and mind. In regard to psychoactive drugs, the fewer the better is a good rule. 

6. Friends, family, and, if possible, co-workers should be alerted to the problems the patient will face while undergoing drug withdrawal. 

Withdrawal from almost any psychiatric drug can result in emotional turmoil. My own clinical observations and reports from the national Prozac Survivor Support Group indicate that withdrawal from SSRIs like Prozac, Zoloft, or Paxil can cause dangerous abnormal behaviors. The patient may not recognize these responses due to drug-induced mental dysfunction. 

7. Most people need a support network to help them through drug withdrawal. 

Physicians and mental health professionals often need to work with the patient's family and social network, including the patient's minister or medical doctor, during and after the withdrawal process. This is especially true if the patient has been on neuroleptic drugs for many years, because withdrawal can cause severe emotional turmoil and even psychosis. Friends and family may find their tolerance and patience tested, and if they are not involved in a supportive fashion, the effort is likely to fail. 

Withdrawing someone from drugs can be an arduous task, and the individual clinician might not be able to handle more than a few patients at a time. Ideally, it would often be best to call upon the resources of a full-service clinic, but few are willing to help patients withdraw from psychiatric drugs (see Appendix). Twelve-Step programs and survivor support groups can be helpful, too (see Appendix). 

 

After coming off years of psychiatric drugs, many former patients decide to have nothing more to do with mental health professionals. Often they feel hurt, betrayed, and embittered. Yet there are many "talking doctors," including some psychiatrists and many other nonmedical professionals, who do have a great deal to offer. People who suffer from depression can often be helped by caring professional interventions, as well as through many other paths of their own choosing. In the final chapter, we will look at some of the essential principles for overcoming depression. 

 


 

Ten

Understanding and Overcoming Depression

 

When I worked in mental hospitals during my psychiatric training, I often treated the most extremely depressed patients, some who were not eating or taking fluids, others who were actively suicidal. Some seemed destined for shock treatment or commitment to the state mental hospital until I began to work with them. Unlike many other severely impaired patients, those who were depressed almost always responded to caring psychotherapeutic interventions, often involving both individual and family therapy.77

Often I would devote several hours a day to the patient and family during the first week or so of hospitalization, but in the long run it was much less expensive or time-consuming than lengthy hospitalizations and persistent disability. But nearly all my young colleagues would have been uncomfortable with such intensive therapeutic involvements; they felt more comfortable and had more faith in drugs and shock treatment. Nothing in their background or training prepared them to be that "involved" with other people, and nearly everything primed them for being distant and controlling. 

In my private psychiatric practice, of course, fewer of my patients are in such bad shape. Under special circumstances, I will sometimes accept patients who might otherwise be treated in a mental hospital. They and their families typically come to me looking for an alternative after sometimes devastating failures at the hands of biological psychiatrists and mental hospitals. These patients usually need a local support network of friends or family and frequent sessions early in the therapy. While the initial psychotherapeutic treatment may be intensive, it is a tiny fraction of the cost of hospitalization. 

I have never started one of my depressed patients on an anti-depressant. For more than twenty-five years, I have instead done my best to get involved, to care, to understand, and to work with family and friends when needed. Because depression is such an obviously psychological and spiritual condition—a state of despair and hopelessness—it has always seemed to me that the dedicated involvement of caring human beings is the key. 

In extreme circumstances, when patients won't eat, I will eat with them. Almost anyone will let a caring therapist feed them, especially if the therapist is eating with them, and the opportunity can lead to profound insights and improvements. When patients have been acutely suicidal, I have made myself available every day and tried to see to it that they had regular companionship; but I have not involuntarily hospitalized or drugged them.78

On occasion, an extremely depressed patient has decided to start on drugs with another psychiatrist while seeing me for psychotherapy. But almost always, the drugs have turned out to do more harm than good. Often these patients end up asking me to take over the drug treatment in order to help wean them off the medication. While I won't start patients on antidepressants, I will prescribe these drugs if someone is already taking them or is in the process of withdrawal. 

Organized psychiatry acts as if drugs are a necessity, but when giving workshops around the country, I find that innumerable mental health professionals act on similar principles to my own. They love and care for their patients, share emotionally and spiritually with them within the limits of ethical therapy, help them understand the roots of their depression, and provide inspiration and better psychological principles for taking on life once again. My workshops give these professionals further courage to pursue what they have always believed and found to be true. 

In the meanwhile, keep in mind that there's no evidence that antidepressants are especially effective as treatments. In chapter 3 we found that Prozac, for example, was approved by the FDA with studies that excluded hospitalized or seriously suicidal patients. In the majority of FDA studies, Prozac proved equal to or only a little better than a sugar pill but a lot more hazardous. In not giving antidepressants, we are not depriving patients of a "miracle cure." We are instead giving them an important message—that they have the psychological and spiritual resources to triumph over depression and to make a life that is better than they ever hoped for. 

 

The Suffering of Depression Is Real

 

The National Institute of Mental Health (NIMH), a federal agency that promotes the interests of organized psychiatry, has estimated that almost 10 million Americans are seriously depressed and that a total of 14 million will suffer from it during their lifetimes. In response to escalating estimates from the psychiatric establishment, some media have been citing figures of up to 20 million sufferers at any one time. 

These estimates are presented to the public as factual data, but they are distributed to the media through carefully organized psychiatric promotional campaigns backed by national organizations, like the American Psychiatric Association and the National Institute of Mental Health, as well as private drug companies. They aim to encourage people to seek medical help for emotional problems. 1 While it is true that depression is a common and deeply distressing human problem, defining it as a biological disease requiring medical treatment is a sales campaign. The message means a lot of business for drug companies and psychiatry. 

The choice of people instead of pills as a method of helping is in no way intended to minimize the suffering experienced during depression. Depression is one of the most dreadful human experiences. Too often, it ruins lives or leads to suicide, with a spread of effect that spoils the lives of others as well. Even people who do not seem depressed may be diluting their emotional pain with alcohol, drug abuse, or other self-destructive activities, such as participation in a degrading relationship or reckless behavior while driving an automobile. They may end up killing themselves or dying of self-neglect, without being recorded as a suicide. 

The experience of depression is often felt as dark and cold— utterly bleak—as if subsisting in a cave or hole. Life loses its sunshine. Nothing seems enjoyable anymore. Eventually, depression can deteriorate into self-hate and loathing. 

Some of the most frightening descriptions of depression have come from famous, successful people who have "come out of the closet." Often, they describe being unable to get out of bed, and feeling intensely suicidal. Hearing their stories moves us with pity. On a bad day or at a difficult time in our lives, we may recall their experiences and become fearful that their kind of depression has entered our own lives. 

Many people go through life with what might be called a "low-grade" depression. They are apathetic and life seems monotonous with nothing to look forward to. There are no highs anymore, nothing to delight the senses, the heart, or the mind. Life may not seem utterly dark, but it's gray. Lacking in energy, seemingly unable to find any brightness in life, life becomes a treadmill of boredom and bleakness. 

Some people have been depressed for so long that they hardly realize that their suffering is unusual. They become convinced that it's an inevitable response to life. Mired down in futility, they never change their lives. 

 

Depression Is a Common Human Experience

 

Depression is such a common human experience that almost everyone has undergone some degree of it. Many people in the northeast, for example, get the "winter blues." In hot and humid climates, the onset of summer may produce the same effect. Others start to feel "down" with the approach of the holiday season. People often feel depressed when they get overtired or fatigued and cannot carry on with their usual energy. They can feel depressed if something much desired hasn't materialized, like a date or a promotion. Many grown men get a terrible sinking feeling that can last for days when their favorite sports team loses a championship game. The flu, exhaustion, mild head injury, and many transient physical stresses can be accompanied by depression. These feelings are usually temporary, but they give us a sense of what depression might be like if it were infinitely intensified and drawn out, as if one were never getting what one wanted ... as if one were doomed always to lose. 

More devastating feelings of depression are also surprisingly common. Probably most teenagers and young people go through moods of utter despair, often tinged with suicidal feelings, in their struggle to outgrow childhood and to find their identities. Probably most elderly people go through a similar struggle for a time at least as friends and family pass away or as they themselves approach death. The cycles of life include emotional cycles. 

Almost anyone will go through severe feelings of depression with the loss of a loved one. Religions tend to recognize this inevitability and to provide for ritualized periods of mourning in which the bereaved are given special attention. 

Research many years ago documented how infants and small children respond by withdrawing into depression when abandoned or rejected. More recently, a large body of research on physical, emotional, and sexual abuse in childhood confirms that it can contribute to lifelong depression. 2 These observations have been proven again and again by studies of individuals who go through cataclysmic stresses and losses, from concentration camps to wars. Clinicians like myself have seen this confirmed time and again. Usually when I get to know the life story of a client or new friend who seems depressed, I marvel that they have done as well as they have, considering what they've been through. 

Animals, too, go through depression. Wild animals, for example, frequently become depressed when locked up in zoos. They refuse to mate and may languish and die. Pets frequently become depressed when their owners leave them behind for a day or more. They may stop eating and act mopey or resentful when the loved one returns. The owner may even find uncharacteristic destruction—a chewed shoe or emptied wastebasket—as a sign of the pet's frustration. 

Jane Goodall in Chimpanzees of Gombe describes how infant chimps inevitably become depressed and die if they lose their mother within the first few years of life. Adolescent chimps who survive the loss may, at a somewhat later age, display emotional scars. They may be irritable and withdrawn, socially inept, and less able to take care of themselves or their own offspring as adults. In Gorillas in the Mist, Dian Fossey described similar responses in mountain gorillas. 

Anyone who thinks that depression is caused by genetic and biochemical factors in humans ought to read these primate studies, which show depression's psychospiritual origins in "lower animals." Chimpanzees and gorillas are presumably more controlled by heredity and anatomy than human beings, yet their lives show them as extraordinarily sensitive to environmental stresses and remarkably responsive to loving interventions. These results have been confirmed again and again in primate studies in labs and natural habitats as well. 

It's ironic that students of animal life now credit them with qualities previously reserved for humans, including the capacity for empathy, love, loss, and depression —at the very moment that psychiatrists have decided that humans are ruled by more animalistic forces of nature. 

 

Love and Hope: The Non-Drug Approach to Overcoming Depression

 

What alternatives are available for people who feel depressed? Depression is a human—or animal—response to painful life circumstances, frequently in the form of losses. Everyone's personal experiences, as well as clinical and experimental research, confirm this. Depression lifts whenever a person regains hope and direction. Everyone has seen this happen, if not in oneself, then in other people.

We mentioned earlier how our dog, Blue, becomes depressed when caged overnight at the vet's. But he does fine when he stays at the kennel. Why? At the kennel, our friends Tom and Gerry let him romp all day with the other dogs in the large yard and at night he comes in to sit beside Tom on the couch in front of the television. Blue is a favorite of Tom's and favorites don't usually get depressed, unless there's a price attached to the favoritism. 

So even Blue, a somewhat simple creature, doesn't need pills to ward off depression. The cure isn't a drug; it's being with people who love him. 

Just as seemingly trivial stresses or losses can vault some people into depression, so too almost any hope can lift them from it. We have already noted that a large percentage of seriously depressed patients in double-blind placebo-controlled experiments will feel improved as a result of getting a sugar pill.79

Depression is especially responsive to changes in circumstances and relationships. A fan in the stands during a championship game may cycle through despair and euphoria as the tide turns one way and then another. Similarly, people go up and down emotionally through the experiences of their intimate relationships. Often depression is lifted by falling in love, making a new friend, adopting a pet, learning a new skill, joining a church, traveling, participating in volunteer or reform work, throwing oneself into work, or simply through the passage of time. Sometimes depression is relieved when an oppressive spouse or parent dies; or sometimes, due to guilt, it becomes worse. Time by itself—and probably the personal resources and new experiences that surface as time passes—seems to cure the vast majority of depressions. 

 

Therapy as a Treatment for Depression

 

The depressed person lacks hope and usually suffers from dreadful, self-punishing, self-blaming ideas. If the therapist can inspire hope and, at the same time, help dissipate the feelings of guilt—the worst aspects of severe depressions can often be speedily overcome through psychotherapy. This is much more true for depression than for a whole variety of other difficulties, especially those where the individual tends to blame someone else as the source of the problem, or where the feelings of emotional pain are locked inside obsessions and compulsions, or suppressed by addictions. 

Scientific studies comparing psychotherapy to medication are not very useful. Good therapists are hard to find, and a person needs to shop around for someone with whom there is good rapport. This doesn't happen during research projects. Good therapists are usually eclectic, using a variety of approaches depending upon the individual's needs, while research projects tend to compare one carefully circumscribed form of therapy, for example, cognitive therapy, to drug therapy. Psychotherapy usually requires time, and patients like to know the time is available, while research projects usually end after a few weeks. Finally, research projects are usually skewed to drugs by emphasizing symptom relief, such as weight gain or improved sleep, which can easily be affected by drugs. More important variables are usually omitted, such as improved quality of inner life, higher hopes for the future, or new and more adventuresome behavior. Even so, as we described in chapter 3, these studies often fail to demonstrate a positive drug effect. 

Even though most research is conducted by investigators with a strong bias toward drugs, psychiatric propaganda about the superiority of drugs over psychotherapy is wholly misleading. In terms of how patients actually feel and view life after treatment, psychotherapy is superior to drugs. A good review can be found in Seymour Fisher and Roger Greenberg's 1989 book, The Limits of Biological Treatments for Psychological Distress: Comparisons with Psychotherapy and Placebo. 

In August 1993 I was on a panel at the annual convention of the American Psychological Association in Toronto, Canada, with David Antonuccio, Ph.D., a psychologist and associate professor at the University of Nevada School of Medicine and V.A. Medical Center in Reno. He reviewed those studies that claim superiority for drugs over psychotherapy in depression and found that the studies themselves often showed that psychotherapy worked better. Antonuccio declared: 

 

In conclusion, we feel that clinicians need to learn to resist the urge to deliver the quick fix in the form of a pill despite considerable pressure from the medical establishment, the media, and even the patient to do so. One cannot heal the soul with a medication. We tend to overlook the power of a caring psychotherapeutic relationship in the treatment of depression. The data suggest there is no stronger medicine than psychotherapy for depression. If we as therapists can learn to tolerate the emotional suffering of depression patients and help to guide them through it with specific psychotherapeutic strategies, as many as 80% will respond within 8 to 12 weeks of treatment, without drugs. 

 

We are not suggesting that recovering from depression is a contest between pills and psychotherapy. It is our opinion that pills are not the answer to emotional, psychological, or spiritual problems; but we also reject the idea that psychotherapy has a monopoly on overcoming depression. Besides, there are so many kinds of psychotherapy that it can be misleading to speak of "psychotherapy" as if it were a single kind of human service. 

For those desiring formal approaches, in addition to the multitude of psychotherapies, there are a variety of Twelve-Step programs, inspirational religions, and psychospiritual workshops and retreats. We have already hinted at the variety of life experiences, including time itself, that heal depression. 

It is our personal conviction that each person, hopefully with the support of loved ones, must find a way to make life meaningful.

But increasingly life is becoming a contest between pills— exemplified by Prozac—and life itself. People are giving up on life in favor of pills. They are abandoning the struggle to embrace life for the ease of swallowing a pill. There is an enormous cost attached to this choice. 

One cost is a physical one—the effect on the brain and mind. This book has amply documented the physical threats entailed in taking drugs that disrupt the normal functions of the brain. We believe that there is a high likelihood of permanent brain dysfunction, especially when the drugs are taken for long periods of time. 

But then there is a moral or psychological cost for the individual—the cost of giving up on oneself as a being with the capacity to triumph in life. In addition, there is the cost of blunting or otherwise impairing one's mental acuity at the very moment that one most needs it, at the personal crossroads during which despair vies with the opportunity for a great leap forward. 

I'm often asked, "But what about taking a drug to get a jump start—to get enough energy to carry on?"

First, there is the scientific question: Do people really get jump starts from drugs? Some people do feel as if they get energized in a positive manner by taking an SSRI drug, and many psychiatrists claim that this frequently happens. The effect is probably no different from amphetamine or cocaine stimulation; the individual gets an abnormal burst of energy that may or may not turn out to be an advantage. 

While some people might desire an artificial jolt, most people will experience it as a negative effect. Worse, taking one of the stimulant SSRIs may be risky. As we've seen, activating the depressed patient can cause suicide. Drugs that energize also have abuse potential and withdrawal problems. On balance, there is far more evidence for their capacity to cause mental aberrations than to ameliorate them. 

Then there is the psychological challenge. We almost invariably become depressed when the old ways have stopped working—when we've come to a dead end in life. Sometimes the dead end seems caused by overwhelming tragedy, such as the breakup of a marriage or the death of a loved one. But almost always, if the despair becomes intense and unending, there's something else going on—problems restimulated from childhood, or attitudes or viewpoints that leave the person unprepared for life. At such a moment, revelations can occur, breathtaking changes can be made—life can evolve into something much better. This frequently happens in therapy, but thus far I've never seen it happen on a drug. And I've never seen it happen on a combination of drugs and therapy, because drug-taking, by its very nature, convinces the individual that he or she is at the mercy of forces beyond personal control. All psychoactive drugs disrupt brain and mental function, and hence self-awareness. 

That point is worth stressing: The very taking of a pill becomes a sacrament of helplessness, a statement that the suffering is unendurable and beyond one's own means, that less suffering is preferable to an intact brain and a drug-free mind. Once drug-taking has begun, the individual is no longer likely to work his or her way out of the depression in a new and better way. At best, the drug-dulled or drug-driven individual adjusts or compulsively conforms. 

 

There Is a Positive Side of Depression

 

Depression expresses energy. When a room is filled with oppressive black smoke, there's usually a fire nearby. When patients tell me, in effect, that they are choking to death amid spiritual smoke, I tell them, metaphorically, "Where there's smoke, there's fire." The depth of their depression reflects the heat of passion burning within them. I explain, "The intensity of your suffering reflects the intensity of your life energy; imagine how fully you will live when you learn to use it creatively." 

This is almost a mathematical equation: To the degree that a human being is capable of suffering deeply, to that same degree the human being is capable of a full, rich, exciting, and creative life. That's why people become "manic depressive"—their enormous frustrated energies drive them first into helpless gloom and then into equally futile euphoria. If a person has the energy—the vitality—to become "manic" or "depressive," then he or she also has the energy to live an extraordinarily rich and satisfying life. It's a matter of overcoming the dreadful legacy of childhood, especially self-hate and loathing, and learning to direct this remarkable energy into more productive channels.80

Sometimes people seem to think that, by discouraging the use of drugs, we demean the depth of their suffering. Nothing could be further from the truth. We ourselves have suffered deeply and known despair, and, in truth, all the people we love most dearly and know the best have gone through the same or similar experiences—our children, our parents, our friends, our clients and patients, our colleagues devoted to psychiatric reform and human freedom. Often the suffering has manifested itself as so-called clinical depression and at other times it has taken other forms. But for all the people we know and care about, the suffering, at one time or another, has seemed unendurable. Out of that suffering has come their unique understanding of life, their determination to care about themselves and others, and their will to live a spiritually rewarding life. 

It's a truth communicated by Judeo-Christian and Eastern religions that the road to salvation must pass through suffering. The Buddhists say you cannot get to peace without passing through passion—passionate suffering. Have you ever read a biography or an autobiography of anyone whose life seemed worth recording—without discovering the depths of their emotional suffering? Offhand, we cannot recall anyone who has reached a moral or spiritual plateau of any consequence who hasn't done it at the cost of excruciating emotional pain. To rid ourselves of the option of suffering is to rid ourselves of ourselves. 

 

Drugs Are the Truly Demeaning Approach to Therapy

 

Phrases like "clinical depression" and "major depression" are truly demeaning expressions. They take profoundly important and often inevitable aspects of human existence, and reduce them to physical diseases. This approach robs us of the dignity to live a fully examined life and encourages us to solve life's most profound problems by putting ourselves in the hands of biological psychiatrists and their quick-fix technologies. 

In response to what I'm saying, mental health professionals often say, "But there are extremes. Clinical depression is an extreme end of the continuum." Frankly, I'm not so sure about that. I see so much suffering around me that I don't know how to say one degree or another is somehow outside the bounds of normal. 

But more important, who says that being extreme is being abnormal? That's how mental health professionals tend to think, but in their own lives they often prove that banality is another kind of failure. All of our personal heroes have been extremists— deeply passionate people who went through spiritual agony before finding their way and imprinting their values on the world. In fact, most of our personal friends are like that, too, even those who haven't yet found their way. Yet each and every one of them could have had their spiritual quest aborted by a psychiatric intervention. Instead of finding a new and higher road, they could have been left at the wayside as "psychiatric patients." 

 

Drugs, Depression, and Empathy

 

Probably no other emotion is more highly developed or crucial in the human species than empathy. Empathy—a loving caring and concern for others—creates friendship, family, and society. It lies at the heart of all truly cooperative efforts. When especially heightened in an individual, it motivates the most creative and heroic actions. It is probably the single most important human quality. 

Yet as the ultimate expression of our finely tuned brain and mind, empathy is the most vulnerable capacity. Lobotomy and newer forms of psychosurgery, for example, virtually eliminate it. Indeed, the production of relative degrees of indifference toward oneself and others is a central feature of the physical treatments in psychiatry. Prozac disrupts two of the neurotransmitters most involved in frontal-lobe function—serotonin and dopamine—and in that process can rob us of our sensitivity, self-awareness, and capacity to care or to love. 

Put simply, the SSRIs are anti-empathic agents. That means they are anti-life—anti-human life in the fullest sense.

That Prozac and the other SSRIs blunt empathy may be the key to how they work at their best and at their worst. At their best, the person loses touch with himself or herself, becomes euphoric, and feels "better than ever." That's the ultimate Prozac cure. At their worst, the drug blunts empathy so that the person no longer has sympathy for himself or herself, or for anyone else. Then suicide and murder become possibilities. 

In our violent society, some of the most shocking crimes are those committed by young people who appear to be totally without remorse or feeling for their victims. Many of us who work with children and adolescents find that our most important role is to help them rediscover empathy for themselves and others, and to help them reconnect to the world around them. Mind- and spirit-dulling drugs work against this. 

It's empathy that makes us as human as we are, while helping us to manage our most violent feelings. We don't kill ourselves or others because we still see the human being in ourselves and others, and feel sympathy or caring. When our sense of connection is gone, then any kind of violence can be unleashed. 

I have talked with people who have been tortured or been otherwise associated with torturers. They have told me their ultimate impression of people who torture other people. Torturers have lost touch with their own humanity. No longer able to care about themselves, they grow to hate others. Desperate to have any kind of feeling, they torture feelings out of others. 

Rage reactions while under the influence of drugs have usually been explained as "disinhibition"—a loss of the customary controls imposed by the higher brain and with it a weakening of conscience. Biopsychiatrists and behaviorists have such a narrow vision of human nature, they imagine that it's inhibition that keeps us from harming each other. When we injure each other, they call it disinhibition. But it's not "inhibition" as much as human caring and empathy that keeps us from injuring each other. 

Psychiatric drugs, by removing our fine-tuning toward ourselves and others, open the way to more destructive alternatives. In reducing emotional fine tuning, empathy is the first to go. This is because empathy is the most subtle, complex, and even delicate expression of our personal fabric. To wash out our emotional static—those painful, discordant feelings—we must wash out ourselves as well. 

One of the most commonly reported side effects on Prozac is a diminished sexuality, and often it does not seem to bother the afflicted person. The underlying defect may be the loss of interest in oneself and others. The Prozac user's alienation is frequently lamented by the friends, family, and loved ones of patients on Prozac—but not necessarily by the drug user. 

Drugs are euthanasia of the soul, but a euthanasia applied at a heightened, if anguished, moment of life.

 

The Concept of Over-Sensitivity

 

Prozac is, as Peter Kramer claims, an anti-sensitivity drug. He devotes several cases and thousands of words to the subject of "over-sensitivity." 

Nothing is more appalling than this concept of over-sensitivity. My patients frequently report to me on the first visit, "I'm too sensitive." It turns out that's what they were told by their parents, when their parents were abusing them: "You're too sensitive!" Nearly homicidal parents brutalize their children, watch them suffer, and then declare, "You're too sensitive." Teachers humiliate their students into tears and repeat the same theme. Abusive spouses justify their perpetrations by blaming the sensitivity of their victims. 

There is no such thing as being too sensitive. There is such a thing as being insensitive, but it's not possible to be too aware, too responsive, too in touch. It is possible to be too injured and too humiliated, so that you wish you couldn't feel it anymore. In such cases, individuals need to understand and to overcome their vulnerability, to learn to defend themselves without sacrificing their emotional responsiveness, and to surround themselves with intimates who respect their feelings. 

 

Empathy for the Child You Once Were

 

There's perhaps too much talk nowadays about the "inner child," but there's truth in the necessity of learning to care about the child that we once were, the real-life, breathing child who at age four or eight or twelve was suffering so much that the very idea of feeling anything became intolerable. Often in therapy, I encourage my patients to feel empathy for themselves as little children—not the metaphorical inner child, but the actual child, the one who was being beaten, molested, ridiculed, or abandoned, the one who wanted love and could not get it, the one who wanted safety and could find it nowhere. 

Depressed people don't feel any empathy for themselves. You may think they do if they seem to complain or moan a lot, but it quickly becomes apparent that they hate and blame themselves. That's the opposite of empathy. 

When deeply depressed persons do recall childhood, they will seem to feel empathy, not for themselves as abused children, but for their parents. "My dad had it rough, that's why he beat me." "My mom never got attention from anyone, that's why she never gave any to me." It goes on and on like that in therapy, as the depressed person feels —or seems to feel—for everyone but himself or herself. 

Actually, the depressed person is feeling fear and guilt. It's not possible, from the child's viewpoint, to feel a genuinely deep caring for an abusive parent. What's being felt is terror—fear of abandonment and death. As Alice Miller has reminded us, the depressed child focuses on the parent in the vain hope of pleasing them enough to gain a little attention or to avoid dreadful punishment. 

When a depressed adult at last feels empathy for himself or herself as a child, the depression begins to lift. Sorrow prevails as genuine feelings of pain and loss, but without the helplessness, and without the self-hate. Understanding replaces depression. When the adult has grasped his or her own plight as a child, self-hate becomes impossible. How can you hate yourself when you see what drove you into depression? How can you hate a five-year-old once you've gotten to know the child? 

I want to emphasize I'm not talking about some mythical or metaphorical inner child; I'm talking about getting to know the real child who endured so much misery so many years ago. Once that loving connection is established between the adult and the child he or she once was, depression dissolves. Eventually, it may even be possible to empathize with the abusive parents, because they too were once abused children. But for this to be at all genuine, the adult must first empathize with himself or herself as a victimized youngster. 

When people try to convince me that the depth of their suffering proves that they have a disease, I say just the opposite— that it proves they are alive, that there's still hope, and that their hope should be proportional to their pain. They are endowed with an extraordinary capacity for psychological and spiritual triumph. I do not say this glibly or in order to dismiss the pain or the enormously hard work of recovering and going on to live an even better life than previously seemed imaginable. Nor do I want to diminish the risks involved, including suicide. Life itself is a risk. But instead of trying to remove the risk with drugs— something that really cannot be done, anyway—I want to help people take on the challenge. 

Peter Kramer's book, meanwhile, has done an enormous disservice by shifting the focus to "cosmetic psychopharmacology"—presumably a technological shortcut for people who want to find their real personalities the fast-food way. Taking stimulant drugs—from amphetamine and cocaine to the SSRIs— is not a good prescription for finding oneself. It would be considered a sad diversion from living a fully responsible and responsive life in a society that had sounder values. It would be held up to scorn and dismissed if we weren't running out of better values. But when we're already drugging more than a million children to avoid taking responsibility for their lives, why not drug ourselves to avoid taking responsibility for ourselves as well? The idea of cosmetic psychopharmacology can seem so appealing only in a world dominated by cosmetic values. 

The concept of cosmetic psychopharmacology is doubly misleading and even destructive. People who turn to drugs in such a vain hope are themselves far more despairing than they are likely to admit. The despair may express itself as boredom or a kind of cynical or sophisticated alienation, but in reality, it goes deeper. That so many people feel the need for an artificial infusion of hope suggests that our society is failing to inspire us, and that we live lives of quiet desperation devoid of nurturing, comfort, and a sense of connection with others and with the world. 

Finally, cosmetic psychopharmacology is misleading in a fashion that may truly come back to haunt us. Cosmetic implies superficial, as in smoothing out wrinkles with a tuck behind the ears. But there's nothing superficial about disrupting neurotransmission in the brain for days, weeks, months, or years on end. We are talking less about a cosmetic effect and more about a psychosurgical effect—a tampering with the very substance of the brain in a way that causes basic functions to go out of whack, in a way that drives neuronal receptors out of existence. It is euphemistic to talk of that as "cosmetic." The intent may be morally superficial, but the effect is physically, as well as morally, profound. Those who suffer drug-induced brain dysfunction can be rendered relatively unable to explore their human potential. 

There aren't easy answers here. This isn't a quick-fix book. Rather, it's a book about the quick fix. We have no uncomplicated formulae to offer to the reader. Psychotherapy may help some people, but then it might not. Some psychotherapists are marvelously inspiring; many are certainly not. Some people dive enthusiastically into therapy like children throwing themselves into ocean breakers; others tiptoe up to their ankles as if entering shark-infested waters. The answer for each individual will vary. Our point is this: If you turn to drugs, you turn away from life. If you turn away from life, you sacrifice yourself even as you seek relief and healing. 

As individuals we need moral support and inspiration. As a society, we need the same things. The goal in life, for us at least, is not mere pain reduction. Nor is it necessarily happiness. Many factors beyond our personal control affect our happiness. But we do believe in doing everything possible to fulfill our capacity to live, to love, to create, to contribute, to take responsibility and to grow; and then to encourage those around us to do the same. But we cannot, as individuals or a society, live by meaningful values unless we reject biological psychiatry, its fake medical diagnoses, and its drugs. 

 

Expanding Our Vision of What It Means to Be a Person

 

More and more adults are deciding they are mentally ill and in need of Prozac. We don't want to endure discomfort within ourselves, let alone in others. Our concept of "normal behavior" grows more and more compressed. Conformity is being demanded at an earlier and earlier age. There are rapidly diminishing opportunities for self-expression and for experimenting with limits—for exercising individuality and testing oneself with others. 

As we document in The War Against Children, there is a growing movement within psychiatry to do more medicating of children in the preschool years, and Prozac is joining Ritalin as the "drug of choice." At the same time, psychiatrists are more often saying that adult patients should remain on drugs for many years and often for a lifetime. Increasingly the elderly are being treated for depression with drugs and shock treatment, despite their obvious needs for a place of greater meaning in our society. 3 Psychiatry, not society, is becoming our guardian from the cradle to the grave. 

The dangers of biopsychiatry for the individual and society cannot be exaggerated. Beyond causing physical side effects, drugs almost always blunt and confuse our emotional responses—our internal signal system. For the child or young adult, this means delaying and ultimately stunting the process of psychosocial growth and development during the years when self and identity are being formed. Our mettle is forged in the heat of human emotion and conflict, and drugs dampen and put out the fire. 

For society, this expanding use of psychiatric diagnoses and drugs means that many of our most creative young people will never approach the fulfillment of their creative potential. Instead of struggling through the painful process of working out their personal relationship with themselves and others, they will —like the proverbial square pegs—be forced into round holes. Their edges will be shaved smooth in the process, and with it their uniqueness will be sacrificed. 

For any age person, taking psychiatric drugs causes a more emotionally shallow life. It has been said that the unexamined life is not worth living. But what about the unfelt life? Is it a life at all? 

 

Living by More Vital Values

 

The most common and crucial sources of disabling depression lie in childhood loses and abuses, but the intensity and persistence of depression is influenced by experiences in the larger society. What sort of social and educational resources does the community make available to emotionally injured children and their embattled families? What kind of guidance and inspiration can be found in community values? Does the future offer encouragement and hope to growing youngsters? 

Environmentally oriented mental health professionals tend to focus on the individual and the "dysfunctional family" as the source of depression and other manifestations of despair. While this is an important approach, a more complete understanding takes into account the broader social context. When so many children are diagnosed with mental disorders including depression, we must ask about society's attitudes and policies toward its children. America, we believe, is grossly neglectful of its children. When so many women are diagnosed and treated for depression, we must ask similar questions about society's attitude toward them. For many women, the so-called real world is a hazardous and disappointing place. 

We require more meaningful ways to live amid so much conflict and injustice, and, especially, we need to find personal values to sustain us in confronting and transforming an often bleak and dismaying reality. 

While depression is in many ways an individual vulnerability and a private, personal affliction, it can be reinforced by our awareness and feeling of helplessness over the rampant injustices and tragedies in our world. Along with their perception of an unjust society, the overall alienation and lack of values felt by so many youngsters increases their vulnerability to depression. 

Young people are especially likely to empathize with the suffering of others. They easily become discouraged about growing up in a world where children are malnourished amid excess food, where homeless people lie in gutters and atop grates in the richest country in the world, where whole ecosystems are destroyed on a daily basis, where massive pollution threatens us with everything from cancer to acid rain and global warming, where there is epidemic killing of other species—from songbirds to wolves and mountain gorillas. The most sensitive and empathic feel the greatest pain about the conditions around them. 

Biological psychiatry—with its genetic and biological theories, drugs, and electroshock—is itself a depressing philosophy. It is no wonder that so many patients go from one drug to another, only to end up hospitalized for yet more toxic doses of drugs and electroshock. There is nothing inspiring about being psychiatrically diagnosed and subjected to physical treatment, and depressed people need, above all else, the inspiration to start living once again, this time in new and better ways. 4 

To lift oneself out of depression often requires learning new values that bring vitality and meaning to life: Facing the childhood hurts and adult disappointments that have made us vulnerable to depression; opening ourselves to suffering as a universal human experience, and moving through the painful emotions to a place of greater wisdom and acceptance; finding the courage to live in ways that we find truly satisfying and to pursue our most personal and idealistic goals; embracing the interconnectedness of ourselves and others, including all life forms and the earth, and deciding to reach out to life in more extraordinary ways; evolving ourselves mindfully toward making a greater contribution to the lives of those around us; and with eyes undimmed by the often tragic realities of existence, learning to love ourselves, others, and life itself. 

Depression and love for life are incompatible, and love for life will always triumph when the individual finds the strength and courage to embrace it as the guiding principle of life. 

 


 

How to File an Adverse Drug Reaction Report with the FDA

 

If you or someone you know has suffered a serious adverse or negative reaction to a medication or medical device, the FDA's new medWatch report can be filled out and sent to the agency. It is probably most convincing and effective for physicians to file med Watch reports, but anyone can do so. As of this writing, a form for the new medWatch program can be found at http://www.fda.gov.  As directed on the form, it can be mailed or faxed to the FDA: 

 

MEDWATCH

The FDA Medical Products Reporting Program

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20852-9787

Or Fax to: 1-800-FDA-0178.
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1. Should We Listen to Prozac?

 

1. Rimer, December 13, 1993.

2. Tobias, 1990.

3. Figures from Freudenheim, 1990. Lilly's top seller at the time was Ceclor, followed by Prozac, Humulin Insulin, and Keflex and Keftabs. Lilly also makes Darvon. 
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5. For a critique of Kramer, see Rothman, 1994.

6. Cowley, February 7, 1994.

7. Cowley, February 7, 1994.

8. The term essentially means "imagined ugliness."

9. Eagan, 1994, cites 600 patients. Brandt, 1994, cites 700. Goodwin has told me that the figure is now up to 800. The Oprah show was actually filmed on February 15, 1994. 

10. See Miller, M., March 31, 1994.

11. Eli Lilly and Company, 1992.

12. Breggin, 1992h.

13. See Breggin, 1991a, for a review of the minor tranquilizers such as Valium, Librium, Xanax, Ativan, and Klonopin. For an earlier critical analysis, see Bargmann et al., 1983. 
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2. Wamsley et al., 1987. Prozac brought about a compensatory decrease in the number of adrenergic receptors in the brain. This indicates it was stimulating the system. 

3. For neuroanatomical details of the serotonin system, see Tork and Hornung, 1990.

4. For example, see Patraglia et at., 1986, and Stark et al., 1985. 

5. Gilman et al., 1991, p. 593. 

6. Psychiatric News, February 4, 1994. 

7. Most of these older antidepressants are discussed in Toxic Psychiatry (Breggin, 1991a), as well as in any textbook of psychiatry. The following tricyclics block the reuptake of both norepinephrine and serotonin, and therefore can at times produce serotonergic effects similar to the SSRIs: amitriptyline (Elavil, Endep), desipramine (Norpramin, Pertofrane), doxe-pin (Sinequan, Adapin), imipramine (Tofranil, Janimine, SK-Pramine), nortriptyline (Pamelor, Aventyl), protriptyline (Vivactil), and clomipramine (Anafranil). The neuroleptic-antidepressant amoxapine (Asendin) also blocks the uptake of both norepinephrine and serotonin. The four most potent blockers of serotonin reuptake among these drugs are clomipramine, followed by amitriptyline and imipramine, and then amoxapine. Trazodone (Desyrel), which is chemically unique, blocks the reuptake of serotonin, with little impact on norepinephrine. The tetracyclic maprotiline (Ludiomil) blocks norepinephrine but not serotonin. The tricyclic trimipramine (Surmontil) and the monocyclic buproprion (Wellbutrin) do not block the uptake of either neurotransmitter. The monoamine oxidase inhibitors (MAOIs), isocarboxazid (Marplan), phenelzine (Nardil), selegiline (Eldepryl, not approved for depression) and tranylcypromine (Parnate), are not reuptake blockers, but can cause serotonergic stimulation, producing stimulant adverse effects similar to Prozac and other SSRIs. The serotonergic stimulation can be very dangerous when MAOIs are mistakenly combined with other drugs that stimulate the same system, such as tryptophan and tricyclic antidepressants. From this list, it becomes apparent what a wide variety of drugs become labeled antidepressants, leading to an equally wide variety of speculations about how or why they work. 

8. Quoted in Sherman, February 1994, p. 3.

9. In my books Psychiatric Drugs (1983) and Toxic Psychiatry (1991), as well as in articles and book chapters, I have tried to show that all psychiatric drugs disable the brain and that none improves its function. 

 

3. The Real Story Behind Prozac's Approval by the FDA

 

1. For a good discussion of placebo, see Greenberg and Fisher, 1989.

2. Food and Drug Administration, March 28, 1985, pp. 3-4, and elsewhere.

3. In a critical examination of placebo washout, Fred Reimherr from the University of Utah and his colleagues found that in some cases, at least, the methodology would "artificially suppress the level of placebo-induced improvement," a result that would artificially improve the performance of the drug by comparison. Overall, Reimherr found that the use of placebo washout had "unpredictable, possibly confounding" effects. 

4. For advocates of Prozac for children and adolescents, see Baker, 1993; Fieve, 1994.

5. Food and Drug Administration, October 3, 1988, p. 27.

6. Ibid. The summary begins on page 18 of the document. 

7. Ibid., March 28, 1985, p. 68, for comment on comparison to imipramine studies. 

8. Cited in Office of the Inspector General, 1992.

9. See Kline et al., 1993. 

10. The improvement was on a scale called "Patient's Global Depressions."

11. Food and Drug Administration, December 30, 1985, p. 13.

12. Fieve, 1994, pp. ix-x.

13. If 33.3 percent (one-third) of Fieve's Prozac patients drop out, that leaves 66.7 percent. If there is improvement in 70 percent of the remaining 66.7 percent, that's an improvement rate of 46.6 percent, which is not usually significant when compared to placebo. 

14. Greenberg et al., 1992; Greenberg and Fisher, 1989; and Fisher and Green-berg, 1993. This Seymour Fisher is a different person from the Seymour Fisher who coauthored Fisher, Bryant, and Kent, 1993. 
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1. Thompson, 1994.
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3. Kapit, March 4, 1988.

4. The symptoms we have listed occurred more frequently than those associated with placebo. The difference between the frequency associated with the drug and that associated with the placebo is sometimes thought to reflect the actual frequency associated with the drug itself. Thus, when 20 percent of patients get "headache" from the drug and 15 percent get it from the placebo, it is assumed that 5 percent is the rate of "headache" produced by the actual drug effect. But the side effects reported with drugs are likely to be more intense or threatening than those associated with placebo. That is, the drug-induced headaches may have been far more severe than those produced by the placebo. 

5. Boyer and Feighner, 1992.

6. Humphries et al., 1990. 

7. Brandes et al., 1992. 

8. Ahtee and Eriksson, 1972.

9. Myers and Veale, 1968.

10. Sternbach, 1991, presents cases and reviews the extensive literature.

11. To make matters worse, the authors point out, the doses of antidepressants were small and they were administered only once a day, and therefore could "underestimate the full impact of this interaction" when both medications are given under routine treatment conditions. 

We are grateful to Guy McConnell, national director of the Prozac Survivors Support Group, for drawing our attention to this important paper. 

12. Tricyclics begin to have increased adverse effects when they rise only a little above their recommended maximum levels, and become very toxic when their levels are doubled or quadrupled. The commonly used tricyclic, amitriptyline or Elavil, for example, can be toxic when the normal high for its blood level is merely doubled from 250 ng/ml to 500 ng/ml. The other tricyclics become extremely toxic when their maximum therapeutic levels are increased a mere fourfold from 250 ng/ml to 1000 ng/ml. Another tricyclic, nortriptyline or Aventyl/Pamelor, has a small "therapeutic window." That is, its therapeutic effect is reduced once it reaches a level slightly above its recommended one. The data summarized here can be found in most handbooks of drug treatment, e.g., Maxmen, 1991. 

13. Baron et al., 1988. Down-regulation of adrenergic receptors was greatly increased in rapidity and intensity by the combination. 

14. For a more complete discussion of tardive dyskinesia and related disorders, see American Psychiatric Association, 1980 and 1992; Breggin, 1991a. 

15. Breggin, 1983a, 1990a, 1991a, 1993c.

16. The Medical Letter, September 7, 1990. 

17. See Reccoppa et al., 1990, and Meltzer et al., 1979. 

18. Weiner and Luby, 1983, published an early report of tardive akathisia. Gualtieri and Sovner, 1989, reviewed the subject in depth, cited studies with prevalence rates of 13 to 18 percent, and called it "a significant public health issue." Nonetheless, the drug companies and the FDA have ignored it. 

19. Also see Schmidt, 1987.

20. Ricaurte et al., 1983. 

21. Wong and Bymaster, 1981; Wong et al., 1985; Wamsley et al., 1987. At lower doses, there were both increases and decreases in receptor density in various areas of the brain, according to Wamsley, indicating the complexity. Also, see Fuller et al., 1974. Down-regulation as an adaptation to overstimulation seems to occur in most or all known receptor systems. 

22. The neuroleptics suppress dopamine neurotransmission. The deprived dop-amine receptors become hyperactive and proliferate in number. This process can become permanent and probably plays a prominent role in the production of tardive dyskinesia. See Breggin, 1983a and 1991a, or any textbook of psychiatry, such as Talbott et al., 1988. 

23. A sample includes Settle and Settle, 1984; Chouinard and Steiner, 1986; Turner et al., 1985; Lebegue, 1987. For a case induced by Zoloft, see Laporta et al., 1987. 

24. Impairment was found by Murray et al., 1993, and none was found by Fudge et al., 1990. 

25. I have developed and documented the brain-disabling principle in my professional articles (Breggin, 1980, 1981a&b, 1983b) and in two medical textbooks (Breggin, 1979 and 1983a), as well as in a more readily available source, Toxic Psychiatry, 1991. 

26. Documented in detail in Breggin, 1983, and Breggin, 1991a. The continuum of indifference and apathy to a more severe rousable stupor is evaluated more thoroughly as the "deactivation" continuum in Breggin, 1993c. 

27. Lee, 1993.

28. See, for example, Baghurst, 1992, and Thompson, 1992.

29. For example, Abrams, 1988, pp. 159-61.

30. The possible psychosurgical delivery of serotonin is described in a book by Rodgers, 1992, p. 106.
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5. Randrup and Munkvad, 1972.
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The most commonly used reference source by Canadian doctors is the Compendium of Pharmaceuticals and Specialties (CPS), published by the Canadian Pharmaceutical Association. Its 1993 edition introduces its summary of adverse effects by saying that each of them was reported "on at least one occasion." It includes "hostility" and under "Rare," it adds the following: "antisocial reaction," "suicidal ideation," and "violent behaviors." 
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See Journal of Clinical Psychiatry, December 1993, for long-delayed professional recognition that neuroleptic drugs often turn patients into zombies. This was obvious from when they were first used and has frequently been reported by survivors of the treatment (see Breggin, 1983a, 1991a). 

79. See Breggin, 1983a, 1990a, 1991a, and 1993c.

80. See Teicher et al., 1993. 

81. See, for example, Higley et al., 1992 and 1993 (rhesus monkey studies at NIH); Kruesi et al., 1990 and 1993 (impulsive child studies at NIMH); Brown, S., and van Praag, 1991, and Brown, G. and Linnoila, 1990 (the whole spectrum of possible serotonin-related disorders); Apter et al., 1986, for suicide and violence. Touchette, 1994, cites the opinions of current researchers. 

82. See Touchette, 1994.

83. Kotulak, 1993 (five articles in the Chicago Tribune). 

84. See Fuller and Wong, 1977, as well as the other Fuller references, and Clemens et al., 1977. Also see de Montigny et al., 1990. 

85. The percentages are from Wamsley et al., 1987. Also see Wong and Bymas-ter, 1981, Wong et al., 1985, and Wexler et al., 1989. 

86. Pennisi, 1994; Barinaga, 1994.

87. Welner, 1989.

88. See Wong et al., 1974, and Stark et al., 1985. 

89. See, for example, Breggin, 1991a; Gualtieri, 1991; Mann and Kapur, 1991; and Wirshing et al., 1992. 

90. Fuller and Beasley, 1991, and Fuller, in a letter to me, January 7, 1992.

91. Blier et al., 1988. In a telephone call, Blier disagreed with my interpretation of his research, which was funded in part by Eli Lilly. At issue is the reduction of firing activity of ascending nerve pathways presented in Table 1 (p. 250) and called "small but significant" (text p. 252). 

92. Bymaster and Wong, August 20, 1974.

 

8. Pushing Drugs in America

 

1. Breggin, 1993a; Gilman et al., 1991; United States General Accounting Office, 1990. 

2. Gilman et al., 1991, p. 78; also see Breggin, 1993a. 

3. See United States General Accounting Office, 1990, and Breggin, 1993a, as well as Breggin, 1991a.

4. Smith, 1994.

5. Food and Drug Administration, September 20, 1991A, pp. 141 and 150. The FDA's data is compromised by the fact that prior to January 1989 suicide attempts were not part of their reporting dictionary of items, and got lumped instead under overdose or psychotic depression. See p. 141. 

6. Breggin, 1992e.

7. Food and Drug Administration, September 20, 1991A, p. 147.

8. Described by Wohl, 1984.

9. See Breggin and Breggin, 1994, in press.

10. See Arno and Feiden, 1992; Breggin, 1991a and 1993a; Carlson, 1992; Journal of the American Medical Association, 1992; Karel, 1993; Reuters, 1992; United States General Accounting Office (GAO), 1992; Valentine, 1990. 

11. Carlson, 1992. AARP stands for the American Association of Retired Persons.

12. Reuters, November 23, 1992. Also see Kolata, 1992.

13. Hunt and Frankel, 1991; Karel, 1993; Psychiatric Times, 1991; Rosenthal, 1991. 

14. Breggin, 1991a.

15. Breggin, 1992g and 1991a.

16. The letter from APA was written by its medical director, Melvin Sabshin, 1992, in response to my letter to the New York Times. The letter from Upjohn was written by Jonas, 1992. 

17. A recent scandal disclosed outright bribes of officials at the FDA by industries pushing generic drugs. See Valentine, 1990. Also see Breggin 1991A, p. 362. 

18. Journal of the American Medical Association, 1992. 

19. Food and Drug Administration, September 20, 1991B.

20. Food and Drug Administration, September 16, 1991.

21. Fishman, 1990.

22. For detailed documentation, see Breggin, 1991a.

23. Gubin, 1993.

24. Tanouye, 1993.

25. See Breggin, 1991a for documentation.

26. FAES provides a variety of services to NIH —courses, special awards, music and lecture series, artwork displays, and salary supplements (drug company-funded) to postdoctoral-level scientists "whose stipends are otherwise inadequate." The four courses FAES sponsored confirm its biomedical orientation: endocrinology, pathology, medical genetics, and psychopharmacology. The absence of psychosocial approaches is noteworthy. FAES also provides a "social and academic center" on 1.5 acres of prime land adjacent to NIH. 

27. This is a recent discovery. We are looking into the total amounts awarded by drug companies to Rapoport and others.

28. Foundation for Advanced Education in the Sciences (FAES), 1993.

29. William Styron, 1993, describes how "a gentleman who identified himself as the acting director of the National Institute of Mental Health" edged him away from the microphone at a press conference following his presentation during "A Conference With William Styron." Styron had begun to criticize Prozac, and Eli Lilly was sponsoring the conference. See Karel, 1993. 

30. Cockburn, 1994.

31. Kosterlitz, 1987.

32. Schwartz, 1993; Hilts, 1993.

33. Cockburn, 1992.

34. Associated Press, October 12, 1992.

35. See Specter, 1990 for the cause of the drug-related illness and Manders, 1992 for criticism of the ban.

36. Marcus, April 9, 1991.

37. Marcus, April 9, 1991; Marcus and Lambert, 1991; Reuters, June 5, 1991.

38. Reuters, June 5, 1991.

39. In Toxic Psychiatry, for example, I focus on Upjohn, the maker of Halcion and Xanax, rather than on Eli Lilly. 

 

9. How and Why to Stop Taking Psychiatric Drugs

 

1. Electroshock has made a comeback and is currently given to up to 100,000 patients per year in the United States. I review the subject in Toxic Psychiatry (1991a) and present an updated criticism in Readings (1992f). For further criticism of shock, see Breggin, 1979 and 1981a. In addition to any textbook of psychiatry, for advocacy of shock see Abrams, 1988; but be aware that among his professorial credentials, Abrams fails to mention that he is president of a shock company and makes 50 percent of his income from it (documented in Breggin, 1991a). 

2. Iatrogenic denial is described in detail in Breggin, 1983b, and also in Breggin, 1991a.

3. See Breggin, 1991a, and Breggin and Breggin, in press, 1994, for discussions of the drugging of children.

4. See Breggin, 1991a.

5. Paradoxical effects of sedative tranquilizers are discussed in Breggin, 1991a.

6. Breggin, 1991a; Karel, 1991; Hunt and Frankel, 1991.

 

10. Understanding and Overcoming Depression

 

1. The NIMH estimates are drawn from an article by Regier et al., 1988, that was published as part of a carefully constructed media campaign—the NIMH "Depression Awareness, Recognition, and Treatment Program" (also called D/ART). The NIMH brochure for the D/ART was widely distributed by Eli Lilly with the manufacturer's logo and name on it. 

2. Reviewed in Breggin, 1991a and 1992a.

3. The causes and treatment of depression in the elderly is discussed in Breggin, 1991a.

4. Joanna Macy, Thich Nhat Hanh, Charlene Spretnak, John Seed, and Wendell Berry explore both the pain of people and the earth out of balance, and various paths that can be taken to bring greater harmony into one's personal life and the world at large. Macy, Hanh, and Spretnak have chapters in Eppsteiner, 1988; see Seed et al., 1988, for Macy; see Berry, 1977. P. Breggin, 1992a, describes G. Breggin's overall concept of shared values, as well as his own application of the values of liberty and love to practical living. 
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Endnotes


	 This chapter is based on Chapter 6 of Brain-Disabling Treatments in Psychiatry (2008) published by Springer Publishing Company and is reproduced by the kind permission of the publisher.  The author wishes to thank Springer Publishing Company for its generosity.  ♠

	 The case of Joseph Wesbecker, described in detail in my latest book, Medication Madness (2008) . ♠

	 Lilly calls the capsules by the trade name "Pulvules," which apparently designates the fact that they are slightly tapered at one end.   ♠

	 Not all drug side effects are necessarily negative or dangerous, but for ease of communication, adverse effects and side effects will be used synonymously.   ♠

	 Perhaps because of more limited experience with Paxil or Zoloft or perhaps because of subtle pharmacological differences from Prozac, there have been far fewer reports of adverse behavioral reactions in association with Zoloft and Paxil.  ♠

	 Unless otherwise indicated, names like Gina's are pseudonyms and the stories have been disguised or even transformed in significant ways in the interest of privacy.  ♠

	 Some doctors believe that the tricyclic antidepressants, such as Tofranil (imipramine) and Elavil (amitriptyline), can specifically relieve pain. I suspect they mostly dull the emotional response.  ♠

	 5-Hydroxytryptamine or 5-HT.  ♠

	 A psychotropic or psychoactive drug is one that affects the brain, mind, and behavior. The term includes nonpsychiatric agents, such as alcohol or marijuana, as well as prescription medications.  ♠

	 In the destruction process, serotonin is broken down (degraded or metabolized) into 5-Hydroxyindoleacetic acid (5-HIAA). Measurements of the concentration of 5-HIAA in the brain or spinal fluid are often used as rough indicators of the level of serotonergic nerve activity in the brain.  ♠

	 Estrogen and, in cases of hysterectomies or tubal ligations, testosterone, can drop below an optimum level causing fatigue, clouded thinking, sleep disturbances and other phenomena easily mistaken for depression. John Arpels, M.D., associate clinical professor of obstetrics and gynecology at the University of California, San Francisco, confirmed this in a recent interview with us (also see Laurence, 1994). Arpels has worked with women who felt the need to take Prozac or other SSRIs until they received hormone replacement therapy. Too often the possibility of low sex hormone levels is not explored before a patient is started on antidepressants. Arpel believes that the clinical manifestations of sex hormone deficiency can sometimes be more reliable than blood levels.   ♠

	 Biological and genetic theories of psychiatric disorders are critically evaluated in my book, Toxic Psychiatry (1991). I explore the psychosocial viewpoint in that book and in Beyond Conflict (1992). We will also return to these questions throughout this book.  ♠

	 To deflect criticism, Eli Lilly and its supporters have purposefully tried to attribute the widespread public and professional concern over Prozac exclusively to the Church of Scientology. While the Church of Scientology has been active in publicizing the dangers of Prozac, it is by no means alone in doing so. Our Center for the Study of Psychiatry, for example, has no affiliation with Scientology and does not work with the group in any capacity. The various psychiatric survivor groups, including the Prozac Survivors Support Group (see Appendix), are also unrelated to the Church of Scientology.  ♠

	 In the final chapter we will look in greater depth at the question "What is depression?"  ♠

	 For the exclusion of "serious suicide risk" patients, see Food and Drug Administration, October 3, 1988, pp. 19, 21, and 23.  ♠

	 Now a full-time employee of the Upjohn Company, the maker of the psychiatric drugs Xanax and Halcion.  ♠

	 An October 3, 1988, Food and Drug Administration report states that 6,070 were exposed to Prozac in U.S. studies, and 1,850 abroad (p. 27).  ♠

	 Feighner was also involved in Protocol 62 (page 50) and it was unclear whether one or both Prozac protocols were involved in some of these criticisms.  ♠

	 The principal investigators were Roland J. Branconnier, Ph.D., and Eric Dessain, M.D.; Jay B. Cohn, M.D., Ph.D.; M. Lynn Crimson, Pharm.D., and Allen Childs, M.D.; David L. Dunner, M.D.; Louis F. Fabre, Jr., M.D., Ph.D.; John P. Feighner, M.D.; Roland R. Fieve, M.D.; Joseph Mendels, M.D.; Ram K. Shrivastava, M.D.; Ward T. Smith, M.D.  ♠

	 But even these relatively unimpressive improvement rates cannot be taken too seriously, because clinical impressions from one's own practice are easily distorted to meet personal expectations or hopes. That's why controlled studies are required. It is not sound to publish subjective personal estimates in a book as if they have scientific validity. It is especially inappropriate not to delineate between clinical impression and empirical data when it comes to providing scientific-sounding percentages.  ♠

	 In contrast, Greenberg finds that studies of psychotherapy for depression demonstrate improvement on both patient and clinician ratings.  ♠

	  I came to the same conclusion in Toxic Psychiatry (1991).  ♠

	 Patients do frequently report side effects when taking placebo, but however real the effects seem, they do not cause actual brain dysfunction and damage or threaten the individual's life.  ♠

	 For the politics of that process, see chapter 7.  ♠

	 Mania and its more mild form, hypomania, are serious mental disturbances in which the individual becomes euphoric, hyperactive, and driven by grandiose or unrealistic appraisals of his or her own power and abilities. Judgment and insight are impaired, and impulsivity dominates. Typically there is a "flight of ideas" as the mind races out of control. Often there is paranoia, hostility, and sometimes violence. Insomnia and exhaustion are common, and the individual may lapse into depression.  ♠

	 This is probably the same figure described in the drug label as 5,600 "Prozac-exposed" individuals in the premarketing period (see chapter 3).  ♠

	 Kapit also felt that if the larger tables were "sanctioned" by the FDA, "then the company [Eli Lilly] will be free to perform whatever analysis of the table they wish; the larger the table, and the greater the amount of extraneous information, the more likely it becomes that spurious results will be generated."  ♠

	 The table is based on "placebo-controlled clinical trials" with 1,730 patients who received Prozac (see chapter 3).  ♠

	 The table distracts from the total percentage of patients suffering gastrointestinal complaint by listing eleven separate categories of effects. Glancing at it, the physician is not likely to realize that the proportion of patients with a variation of stomach discomfort exceeds 50 percent. Some of these reports may overlap, but most likely most of them represent individual patients.  ♠

	 My criterion was a rate approximately 4 percent higher for Prozac than placebo.  ♠

	 Frequent in the FDA literature means "occurring in at least one in one hundred" patients treated with the drug in question.  ♠

	 Amphetamines have a much shorter span of activity in the body, accounting for these differences (see chapter 5) . ♠

	 The comment, "less than 2% of patients" with sexual dysfunction, confirms that the noise in the Lilly Physicians' Desk Reference table makes it difficult to realize that two kinds of sexual dysfunction are listed, adding up to 3.5 percent.  ♠

	 The brain synthesizes serotonin from tryptophan, an essential amino acid found in a variety of foods. The ingestion of large amounts of tryptophan increases the production of serotonin.  ♠

	 Trade names for other neuroleptics are Clozaril, Resperidol, Taractan, Inapsine, Permitil, Vesprin, Tindal, Loxitane, Serentil, Moban, Orap, Trilafon, Compazine, and Stelazine. Triavil and Etrafon contain a neuroleptic along with an antidepressant. Lithium is not a neuroleptic.  ♠

	 The history of professional neglect of the dangers of tardive dyskinesia is reviewed in Breggin, 1991a.  ♠

	 References in chapter 7.  ♠

	 Other ominous changes will be discussed in chapters 5-7.  ♠

	 Valium (diazepam) and other minor tranquilizers, for example, were supposed to be less addictive and to have fewer withdrawal symptoms than earlier sedatives, but this turned out to be untrue.  ♠

	 With more cautious use of the drug, this is no longer so.  ♠

	 Since I'm not disguising Dwight's identity, I won't go into the details of his conflicts with his wife, but there was no history of violence.  ♠

	 Reuptake is described in chapter 2.  ♠

	  The conflicts of interest represented by many of the FDA-selected committee members will be documented in chapter 8.  ♠

	 Because of my role as a medical expert for the plaintiffs in product-liability suits against Eli Lilly related to Wesbecker's actions, I cannot become involved in a lengthy discussion of the case. Nor can this brief summary provide the reader adequate detail to make an informed decision about the merits of any of the cases. I have cited only documents that are available to the public. The case is currently scheduled to come to trial in September 1994 but may be postponed.  ♠

	 He was acquitted of murder.  ♠

	 In some of these cases we were not able to ascertain if the individuals were ultimately found innocent and therefore the newspaper clippings we cite do not establish whether or not they committed the alleged conduct.  ♠

	 While the story is in the public domain, we have not been able to talk directly to D.M. or her father, and so we are, in this case, using made-up initials.  ♠

	 Discussed in chapter 4 and later in this chapter.  ♠

	 As of March 1994, she had logged over 1,000 cases.  ♠

	 A September 1991 letter to the American Journal of Psychiatry by Harriet Fetner, Pharm.D.; Hazel E. Watts, B.S.N.; and Barbara Geller, M.D., from Columbia, South Carolina, corrected Teicher's characterization of Geller's remarks to him. They reported they had not conducted any formal "protocol" or "investigation" but that they did have "routine clinical experience with fluoxetine." Oddly, their letter neither confirms nor denies Teicher's statement that Geller shared with him several clinical experiences with youngsters who became suicidal or violent on Prozac. Despite the ambiguities of their letter, the three authors hope that Teicher's error will not "in any way alter" the importance of his work.  ♠

	 Despite the existence of data like this in the literature, psychiatrists make outlandish claims like the one captured in the headline, "Limited Data Suggest Fluoxetine Safe for Children," as reported in an article by Barbara Baker, 1993.  ♠

	 Remarkably, the Gorman study presented itself as confirming the usefulness of Prozac in panic disorder. But since it was not double-blind or placebo-controlled, it was worthless except for the frightening data on side effects.   ♠

	 This study also found a statistically positive outcome for Prozac. This was accomplished by dropping the two suicide attempts from the study rather than including them as failures.  ♠

	 The adverse drug effects listed in the paragraph include cerebral vascular accident, confusion, dyskinesia, ecchymoses, gastrointestinal hemorrhage, hyperprolactin-emia, pancreatitis, eosinophilic pneumonia, "suicidal ideation," thrombocyto-penia, thrombocytopenic purpura, vaginal bleeding after drug withdrawal, and "violent behaviors.”  ♠

	 In Germany, fluoxetine is called Fluctin. See Lily Deutschland Ltd., 1992.  ♠

	 This is a certified translation by the Berlitz Translation Center of Woodland Hills, California.  ♠

	 Diagram A shows the serotonin synapse and mechanism whereby Prozac blocks the removal of serotonin from its synapse. As a glut of serotonin develops, receptors on the presynaptic nerve cause it to shut down or put out smaller amounts of serotonin. These receptors are not depicted. Notice the many serotonin receptors on the postsynaptic nerve waiting for serotonin to connect with them to fire the nerve. When there's a glut of serotonin in the synapse, these begin to disappear.  ♠

	 The serotonin system requires not only a nerve to produce and release the neurotransmitter, but also a second (postsynaptic) nerve to receive it (see diagram on page 23). With a permanent decline in the number of receptors, the second nerve would be less able to receive stimulation. This sluggishness would become especially apparent over time or once the Prozac had been stopped, leaving the brain with no serotonergic drug stimulation and fewer receptors to receive whatever serotonin was being naturally released.  ♠

	 In chapter 4, some aspects of postmarketing surveillance are discussed.  ♠

	 By law, all drug companies are required to notify the FDA within fifteen days of any serious, new adverse drug reactions, or of a marked increase in the reported rate of recognized serious side effects. More routine reports of side effects must also be sent to the FDA but they are sent in periodically as a group. While the label for Prozac acknowledges the existence of reports of suicidality in association with the drug, it specifically states that no causality has been proven. Therefore, reports of drug-related suicidality or suicide must be reported within fifteen days to the FDA.  ♠

	 Our information on Lilly's coding system is current as of early 1993. We do not know if changes have been made since that time.  ♠

	 For example, Mintz describes the thalidomide disaster in the early 1960s in which a sleeping pill given to pregnant women caused hundreds of deformed babies in Europe and a lesser number in America. Both industry and the FDA resisted efforts to alert the American public and the medical profession to the danger, even after it became apparent in Europe.  ♠

	 The headquarters of the FDA, in the suburbs outside Washington, D.C.  ♠

	 That "clamor" in the fall of 1983 was caused by the publication of my medical book, Psychiatric Drugs: Hazards to the Brain, and related reform efforts by our Center for the Study of Psychiatry network. Prepublication, I shared the manuscript with a network TV producer and it resulted on November 28 to 30, 1983, in a three-part series by Dan Rather, "Prescription for Despair," on the CBS Evening News, as well as other media. The problem of tardive dyskinesia grows, but with relatively little recent media interest.  ♠

	 In a tardive dyskinesia malpractice suit in Alaska (Novelli, 1991), I was a medical expert for the plaintiff (a tardive dyskinesia patient) and Casey was a medical expert for the defendant (a state hospital and its doctors). Casey testified that giving the offending neuroleptic drug to the patient, who already had tardive dyskinesia, did not make her disorder worse or reduce the eventual likelihood of remission. I testified that continuing to give her the drug caused a permanent worsening in her condition. The jury found for the patient and awarded her damages.  ♠

	 Physician Ida Hellander was present as a consultant from the Public Citizen Health Research Group, a Nader-related organization headed by Sidney Wolfe, M.D. While on occasion critical of the overuse of drugs, Wolfe is basically an advocate for them. Wolfe does not work with reform organizations representing consumers such as the National Association of Psychiatric Survivors or the Prozac Survivors Support Group (see Appendix). He collaborates closely with E. Fuller Torrey, one of the most radically biological and prodrug psychiatrists in the country.  ♠

	 Receiving waivers were committee members James Claghorn, M.D.; David Dunner, M.D.; Jeffrey Lieberman, M.D.; Robert Hamer, M.D.; Lin Ken-Ming, M.D.; and consultant Michael Stanley, Ph.D. For the list and brief explanations, see Food and Drug Administration, September 20, 1991B.  ♠

	 As required by law, the next page of the journal contains, in fine print, a portion of the drug's label. All journal ads do meet that formal requirement.  ♠

	 Recently resigned.  ♠

	 We review this research in our forthcoming book, The War Against Children,  published by St. Martin's Press (1994).  ♠

	 This is not the first time Lilly has been accused of negligence in connection with its drug testing. According to a 1985 New York Times story by Philip Shenon, the company pleaded guilty to "criminal charges that it failed to inform the Federal Government about four deaths and six illnesses related to its arthritis drug Oraflex." More recently, Lilly's factories have also drawn criticism. Without any mention of actual harm to patients, a 1993 Wall Street Journal story by Thomas Burton reported that one of the company's plants that makes emergency defibrillators had been closed down in response to an FDA investigation. Problems were also being investigated at other Lilly manufacturing facilities.  ♠

	 Also see Breggin, Toxic Psychiatry, 1991, chapter 15, Psychiatry and the Psycho-Pharmaceutical Complex.  ♠

	 A critical examination of the various genetic and biological theories can be found in my books Toxic Psychiatry and The War Against Children, co-written with Ginger Ross Breggin.  ♠

	 Doctor- or treatment-caused.  ♠

	 Increasing the dose of neuroleptics tends to temporarily suppress the symptoms while further damaging the brain and worsening the drug-induced neurological disease.  ♠

	  Information in favor of drugs is so readily available that we feel no necessity to present the pro-drug view in this book. The Appendix, however, lists several commonly used sources of drug information in psychiatry, many of them devoted to the biopsychiatric approach. The argument in favor of Prozac is presented most recently and completely in Fieve, 1994, as well as in Jonas and Schaumburg, 1991, and in Kramer, 1993.  ♠

	  I describe several of these treatment experiences in Toxic Psychiatry and elaborate on them more fully in my novel, The Crazy from the Sane.  ♠

	 While I don't provide a home service, it would be easy to do so for patients who were homebound with their depression. It would also be much less expensive than mental hospitalization. If psychotherapy were not controlled by the mental health monopoly, innovations like that would be more common. Without the artificial inflation of prices by the monopoly, psychotherapy would also cost much less and therefore be more available.  ♠

	 The problem has so embarrassed and confounded drug research that frequently a "placebo washout" is employed to identify and exclude from continuation in the controlled study those people who respond to the mere anticipation of getting help from a new medication (see chapter 3).  ♠

	 For a critique of genetic and biological models for "manic depressive disorder," see Breggin 1991A.  ♠
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