 seq NL1 \r 0 \h THE CONTROVERSY OVER PROZAC

 seq NL1 \r 0 \h Early Expectations 

In the late 1980s, a new antidepressant drug, Prozac, was proving to be among the most effective drug treatments for depression, while causing fewer side effects than other treatments. By 1990, Prozac was the most prescribed antidepressant in the U.S., with over 800,000 prescriptions written monthly (Jonas, 1991). Gradually, U.S. popular culture seized upon Prozac as nothing less than a medical miracle. Newsweek magazine pictured Prozac capsules on its cover with the headline "PROZAC:  A Breakthrough Drug for Depression" (Cowley, 1990). An article in New York Magazine called Prozac a "wonder drug," suggesting that it might end depression as a human phenomenon (Schumer, 1989). Since weight gain was uncommon with Prozac, unlike with most antidepressants, TV talk shows and tabloid magazines decided that Prozac might be a good diet pill. Soon, Prozac was being offered to cure anxiety disorders, schizophrenia, sexual dysfunctions, personality disorders and drug abuse (Jonas, 1991). Some even pondered if perhaps everyone should take Prozac (Schumer, 1989).

Clearly, Prozac's reception created unrealistic expectations--perhaps dangerously so. "A Happy Pill that ends all your problems and has no serious side effects? And that may even help you lose weight? Who wouldn't want such a thing? Due largely to such media exposure, people with only a vague idea of what depression was decided they were depressed, visited their doctors, and demanded a prescription for Prozac" (Jonas, 1991, p. 3). 

 seq NL1 \r 0 \h Seeds of Discontent

Although an effective treatment for depression and a few other psychological disorders, Prozac, like any drug, is not a cure-all. Drugs do not know what we want them to do. They simply do whatever their chemical properties permit, wherever they gain access in the body. Of all the effects that drugs produce, we label the ones we like "main effects" and the ones we dislike "side effects.” Thus, no drug is completely safe, and evaluation of any drug must recognize a wide range of possible effects. Yet, popular culture, and even some health care providers, had conceptualized Prozac as an almost magical treatment, doing only good and incapable of harm. Prozac was being held to a standard at which no drug could perform.

Indeed, even as magazines and TV shows extolled the perfections of Prozac, scattered reports began to hammer a few chinks in Prozac's armor. In particular, a 1990 report warned that Prozac did not always relieve suicidal tendencies. Teicher and co-workers (1990) claimed that even when other symptoms of depression subsided, a few Prozac-treated patients might become suicidal, even violently so. Spurred by this report, anecdotal reports slowly accumulated tales of people who, while taking Prozac, became violent and suicidal. One man with traces of Prozac in his blood killed eight people and wounded 12 others, before killing himself (Jonas, 1991). Heavy publicity of such incidents began to turn the tide on Prozac's public image. Was Prozac dangerous? Did it cause suicidality and violence? No longer a magic cure, Prozac was now an evil menace. 

The battle was joined. Lawsuits for up to $150 million were filed against Prozac's manufacturer, claiming the drug had not been tested for these dangerous side effects. A "National Prozac Survivors Support Group," launched on yet another TV talk show, claimed Prozac makes people violent and suicidal, and demanded its recall (Breed, 1990). A New York Times article (Angier, 1990) detailing Prozac's legal problems was syndicated nationally. Callers to a Cable News Network telephone poll overwhelmingly demanded more information and patients taking the medication flooded their physicians with nervous calls:  "Will this drug make me kill myself?" (Jonas, 1991).

Million of people have taken Prozac since its 1987 approval by the Food and Drug Administration (Ezzell, 1992). Prozac is currently regarded as one of the most effective drug treatments for depression, and it remains the most heavily relied upon antidepressant medication (Wong et al., 1995; Jonas, 1991). Do people taking Prozac sometimes become intensely suicidal, even violently so? Yes. Do people who are not taking Prozac also sometimes become suicidal, even violently so? Also yes. The real question is whether or not the percentage of people becoming suicidal or violent is different for people taking Prozac versus those taking other medications, or no medications at all. Before considering the evidence on this issue, let us consider exactly what Prozac is and what it does. 

 seq NL1 \r 0 \h What is Prozac?

Prozac is the trade name for fluoxetine, part of a "second generation" of tricyclic antidepressants. Normally, when some neurotransmitters are released into synapses in the brain, the presynaptic neuron pumps the neurotransmitter back into its axon to "clear" the synapse, readying it for a fresh "pulse" of neurotransmitter when the next action potential occurs. This reuptake process is blocked by the tricyclics, causing the neurotransmitter to remain in the synapse longer, and thus stimulate its postsynaptic receptors more. The first tricyclic antidepressants mainly blocked reuptake for the neurotransmitter norepinephrine, while Prozac mainly blocks the reuptake of the neurotransmitter serotonin (Gram, 1994; Yudofsky, Hales, and Ferguson, 1991). It is believed that the tricyclics begin relief from depression by selective effects on these systems. 

Like most drugs, Prozac is broken down by the liver (Gram 1994; Byerley et al., 1988). The rate at which this occurs is slower for Prozac than many other antidepressants, meaning that people need only remember to take one dose a day. Prozac less often causes certain "typical" antidepressant drug side effects--dry mouth (a problem that often gives people an excuse to skip drug doses), constipation, weight gain, and heart problems. Prozac is especially useful for the elderly, who can less easily tolerate the side effects of other drug choices (Jonas, 1991).

Side effects that can occur with Prozac include drowsiness in the first few weeks (during which time one should not drive or use heavy machinery), harmful interactions with alcohol and other drugs (which one should avoid while taking Prozac), allergic reactions, nausea, and headaches (Gram, 2994; Jonas, 1991; Bergstrom et al., 1988). Overall, Prozac generally produces fewer side effects than other antidepressants.

 seq NL1 \r 0 \h Efficacy of Prozac 

Research suggests that Prozac may relieve symptoms not only of depression, but also obsessive-compulsive disorder and bulimia. Although Prozac can raise a clinically depressed mood, it is not a good choice as a recreational drug--it has no mood effect on people not currently experiencing depression (Gram, 1994; Jonas, 1991). 

In the relief of depression, Prozac is at least as effective, if not more so, as other antidepressant drugs (Gram, 1994; Lader, 1988). Since it has fewer side effects and only needs to be taken once a day, people are more willing and able to "comply" with a Prozac drug regimen. Indeed, for some people the drug treatments are so trouble free that the person wonders aloud whether or not he or she is getting a "real drug" (Jonas, 1991).

Prozac's efficacy is generally tested in double-blind, placebo- controlled studies. In these studies, Prozac, other antidepressants, and placebos are administered to depressed patients. Neither the patients nor those who interact with them know who is getting which treatment. Then, the patients' clinical condition is assessed over several weeks or months. Such studies show that Prozac is as effective as, or more effective than other tricyclics (e.g., Beasley et al., 1991) or other antidepressants (e.g., Greenberg et al., 1994; Feighner et al., 1991), and that Prozac is more effective than placebos (e.g., Tollefson & Holman, 1994; Hall, 1988).

With all antidepressants, 20 to 40% of people do not respond to the first antidepressant they take, and ultimately at least a few weeks of drug treatment are needed before symptom relief occurs (Jonas, 1991). 

 seq NL1 \r 0 \h Does Prozac Cause Suicidal or Violent Behavior?

Prozac is considered a "treatment of choice" among antidepressant drugs, since it is widely effective and avoids many side effects (Gram 1994; Jonas, 1991). But the controversy over its use centers elsewhere:  Does Prozac cause suicidal or violent behavior?

Teicher and colleagues (1990) were the first to formally suggest that Prozac may sometimes cause intense suicidal preoccupation, finding that "six depressed patients free of recent serious suicidal ideation developed intense, violent suicidal preoccupation after two to seven weeks of fluoxetine [Prozac] treatment" (Teicher, Glod, and Cole, 1990). This report of six patients, packaged with some notable anecdotal reports, has been the fuel to power the intense debate over Prozac's safety. Should conclusions from a small number of people be so widely generalized?

The question is a reasonable one, since suicidality is a common symptom in depression. In fact, a closer look at the Teicher report has brought widespread criticism (e.g., Tollefson, 1990). Jonas (1991) details several objections. First, the Teicher report stated that the six patients had not shown "recent" suicidal thinking. However, all six did have suicidal tendencies at some time before receiving Prozac. Some had multiple earlier suicide attempts, and two even reported suicidal thoughts two weeks prior to Prozac treatment. "Apparently," Jonas argues, "the researchers define 'recent' to mean occurring only within the last two weeks" (p. 118). Second, the researchers knew which drugs their patients received--they were not "blind," opening the door to accidental experimental bias. Third, the Teicher report had no controls. Not only were these patients taking Prozac, but they were also taking other medications--other antidepressant drugs, antipsychotic drugs, and antianxiety drugs. How is one to know which, if any of these drugs to implicate? Moreover, how can one exclude the possibility of placebo effects without a placebo control? Finally, the time course of the patients' suicidal preoccupations did not parallel the time course of the Prozac treatments. For example, one of the six patients became suicidal during her first three days of Prozac treatment, but showed no suicidality while still taking Prozac for eight more days. Another patient did not develop suicidal tendencies until a full two months after Prozac had been cleared from her system.

The Prozac controversy has been especially fueled by heavily publicized isolated incidents. The media blitz that often surrounds such dramatic cases may neglect important details. For example, in the fall of 1990, prompted by the Teicher report's growing notoriety, officials revealed that the alleged assassin of Rabbi Meir Kahane was a psychiatric patient being treated with Prozac. News reports quickly blamed the drug as responsible for the homicide. Was such a link plausible? Perhaps, but many other possibilities remained. The alleged gunman had also been taking four other psychiatric drugs, and had endured several recent stressors, including partial paralysis of one leg and an industrial electrocution accident (Jonas, 1991). Any or all of these factors could have triggered violent behavior in a mental patient. Prozac was labeled the culprit nevertheless.

Empirical studies that directly ask whether Prozac is linked to suicidal or violent behavior have failed to establish any special relationships (e.g., Tollefson et al., 1994). One report (Fava and Rosenbaum, 1991) stated,  "In a survey of 1,000 cases treated with antidepressants, including 300 treated with fluoxetine alone, we found none resembling those in the recent highly publicized report [Teicher et al., 1990]--even though doctors have prescribed fluoxetine more often to suicidal patients because the chance of death from an overdose is so low.” Indeed, Prozac had been tested on over 11,000 people in clinical trials before being approved by the Food and Drug Administration for use in the U.S., with no hint of a greater tendency toward violence or suicide (Jonas, 1991).

 seq NL1 \r 0 \h Conclusions

Prozac is an effective treatment for depression, but it is not a panacea. Its initial overly enthusiastic popular reception probably set up unrealistic expectations for what Prozac, or any drug, could do. Popular magazines had featured Prozac on their covers, alongside provocative phrases like "breakthrough cure," "wonder drug," and "miracle pill.” Realistically, however, these notions would require a drug to work like some sort of "magic bullet," excising a specific set of problems without repercussion, and without doing anything else. Drugs simply do not work in such ways. 

It is far from clear, however, that increased suicidality is among Prozac's problems. If Prozac does specifically cause suicidal tendencies or violent behavior, the weight of the evidence to date does not yet support such a relationship. Indeed, the best guess is that the data refute this claim. One reviewer put it this way:

"My position [is] that Prozac can be a good choice of treatment for many people with certain identifiable psychiatric illnesses. I have reviewed the safety data and . . . find little cause for alarm. On the contrary: I find cause for reassurance. Some of the reassurance comes from data on over 11,000 patients who took the drug in clinical trials. These data showed that suicidal ideation may follow the start of antidepressant treatment in a small minority of patients, but that the incidence is higher among patients taking [other] antidepressants or even a placebo than it is with Prozac" (Jonas, 1991, pp. 115-116).
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