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Preface





As I wrote this book in 2004, doctors and the public experienced an up-heaval in their view of the safety of today’s popular antidepressants because the Food and Drug Administration issued a pair of warnings that have been startling to many: Antidepressants may make patients suicidal. In the initial March 2004 warning, the FDA asserted that “adult and pediatric patients” on antidepressants can develop a range of side effects that may make them suicidal, including “anxiety, agitation, panic attacks, insomnia, irritability, hostility, impulsivity, akathisia (severe restlessness), hypomania, and mania.”1 The FDA warned that patients may be vulnerable to this lethal side effect “especially at the beginning of therapy or when the dose either increases or decreases,” that is, whenever the dosechanges. Since decreasing the dose of an antidepressant may make patients suicidal, the warning is directly relevant to the subject of this book: how to taper off antidepressants safely and comfortably once one no longer needs them. In the second, October 2004 warning, the FDA upgraded the alert for children and adolescents to the strongest level possible: a prominent black box warning in the official information on the drugs.2 Said the FDA’s director of the office of medical policy, Dr. Robert Temple: “I think we now all believe there is an increase in suicidal thinking and action that is consistent across all the drugs.”3


The FDA warning is truly historic; it is the first time the agency has acknowledged that antidepressant drugs can make some patients suicidal. Until 2004, the FDA and pharmaceutical industry insisted that suicidality was more likely to be due to a patient’s underlying psychiatric condition. Now the FDA has said unequivocally that antidepressant-induced suicidality “is beyond the suicidality as a result of the disease.”4 The FDA warnings apply to all of today’s popular antidepressants: Prozac, Zoloft, Paxil, Celexa, Lexapro, Effexor, Cymbalta, Wellbutrin, Remeron, Luvox, and Serzone.5 Indeed, the warnings apply to all thirty-two antidepressants currently on the market, including all of the older tricyclic and monoamine oxidase inhibitor antidepressants. The complete list of antidepressants can be found in Table P.1. In light of the FDA warnings, patients and their doctors should not change the dose of antidepressants up or down without being well informed about how to do so safely and comfortably.


The FDA is following the lead taken by its British counterpart, the Medicines and Healthcare products Regulatory Agency, the MHRA. In 2003, the British issued a series of warnings and virtually banned many antidepressants for children and adolescents under the age of eighteen.6 The British advised against the drugs because of the evidence in pharmaceutical company studies that the antidepressants are no more effective in children than placebo (dummy) pills but can make children agitated, sleepless, hostile, aggressive, and suicidal. While the British MHRA has virtually banned many antidepressants for some age groups, the FDA warnings have not banned any of the drugs.


The American and British warnings have been accompanied by allegations that the pharmaceutical industry suppressed data on these lethal side effects for years. According to an article in the March 2004 issue of theCanadian Medical Association Journal, GlaxoSmithKline tested its drug Paxil on children and adolescents from 1993 to 1996.7 The article quotes a secret, internal GlaxoSmithKline report dating to October 1998 saying the studies showed Paxil “failed” to be more effective than placebo pills in depressed children.8 The secret memorandum urged company executives “to effectively manage the dissemination of these data in order to minimise any potential negative commercial impact” that might “undermine the profile” of Paxil. In other words, the position paper raised concerns that the damaging information might affect Paxil’s global sales, which now approach $5 billion a year.9 How did the report propose to “effectively manage” the potentially damaging results? By selectively publishing the few “positive data” that would appear to make Paxil look good.


Table P.1. ANTIDEPRESSANTS COVERED BY THE FDA’S WARNINGS THAT THE DRUGS MAY MAKE PATIENTS SUICIDAL


(Brand names are capitalized; generic names are in parentheses.)



	Anafranil (clomipramine)

	Aventyl (nortriptyline)

	Celexa (citalopram)

	Cymbalta (duloxtine)

	Desyrel (trazodone)

	Effexor (venlafaxine)

	Elavil (amitriptyline)

	Lexapro (escitalopram)

	Limbitrol (amitriptyline/chlordiazepoxide)

	Ludiomil (maprotiline)

	Luvox (fluvoxamine)

	Marplan (isocarboxazid)

	Nardil (phenelzine)

	Norpramin (desipramine)

	Pamelor (nortriptyline)

	Parnate (tranylcypromine)

	Paxil (paroxetine)

	Pexeva (paroxetine mesylate)

	Prozac (fluoxetine)

	Remeron (mirtazapine)

	Sarafem (fluoxetine)

	Serzone (nefazodone)

	Sinequan (doxepin)

	Surmontil (trimipramine)

	Symbyax (fluoxetine/olanzapine)

	Tofranil (imipramine)

	Tofranil PM (imipramine)

	Triavil (amitriptyline/perphenazine)

	Vivactil (protriptyline)

	Wellbutrin (bupropion)

	Zoloft (sertraline)

	Zyban (bupropion)






To accomplish this goal, GlaxoSmithKline turned to the psychiatrists who conducted the studies for the company. Headed by Dr. Martin Keller, chairman of the Department of Psychiatry and Human Behavior at the Brown University School of Medicine, a group of more than twenty leading academic psychiatrists published the selected Paxil data in the July 2001 issue of theJournal of the American Academy of Child and Adolescent Psychiatry.10 In stark contrast to the 1998 secret, internal GlaxoSmithKline memo, Keller and his colleagues used highly selected pieces of positive data to glowingly conclude in 2001: “Paxil is generally well tolerated and effective for major depression in adolescents.”11


After the British and FDA warnings, in April 2004 the prestigious medical journalThe Lancet published a damning critique of Keller’s and a number of other similar antidepressant studies.12 In an accompanying editorial,The Lancet expressed outrage over the GlaxoSmithKline internal memo and misleading academic reports.13The Lancet described the “selective reporting of favourable research” when side effects as serious as drug-induced suicide are at stake as a “catastrophe” that “should be unimaginable.”The Lancet called the false reassurances of the pharmaceutical industry and the academic psychiatrists who work closely with the industry “an abuse of the trust patients place in their physicians.” Calling the burgeoning antidepressant scandal “a disaster,”The Lancet called for “legal powers” to force pharmaceutical companies to make unpublished data public. Indeed, a growing chorus of consumer advocates and professional organizations, including the American Medical Association, is calling for a public database that lists all pharmaceutical company data from unpublished as well as published studies.14


Keller’s misleading 2001 report in theJournal of the American Academy of Child and Adolescent Psychiatry was highly influential and widely used to promote prescribing antidepressants to children. Since then the use of the drugs for children has skyrocketed.15 But two years later, in June 2003, the British declared that the data showed Paxil is not effective for depressed children and, in fact, makes them suicidal and aggressive. Immediately following the British announcement, GlaxoSmithKline sent a “Dear Doctor” letter to physicians in England saying that Paxil should not be prescribed to children under eighteen years of age because it “failed” to work any better than placebo and frequently caused “hostility, agitation, [and] emotional lability (including crying, mood fluctuations, self-harm, suicidal thoughts and attempted suicide).”16 In June 2004, Eliot Spitzer, the attorney general for the State of New York, filed suit against GlaxoSmithKline charging the company with “fraud” for misrepresenting its studies of Paxil in children.17 The company ultimately settled the lawsuit and agreed to post both positive and negative drug research results on its website.18 Psychiatrists like Keller can each make millions of dollars consulting to pharmaceutical companies and have been criticized for “distorted and unbalanced” reporting of studies in “an attempt to show the drug in the most favourable light.”19


In many instances, pharmaceutical companies ghostwrite the favorable drug studies published in academic journals.20 In some instances, the psychiatrists may allow companies to put their names on the reports without even seeing all the data.21 This practice, too, is increasingly coming under fire.


The FDA has been heavily criticized for its handling of antidepressant-induced suicidality.22 In 2004, the FDA originally suppressed an analysis of the data on children taking antidepressants by their own internal reviewer, Dr. Andrew Mosholder, who concluded that the drugs made children suicidal, much as the British concluded. The Mosholder report was ultimately leaked to the media.23 In a controversial move, the FDA wasted valuable time and taxpayer dollars having researchers at Columbia University reanalyze the data. The researchers essentially came to the same conclusions Mosholder and the British had.24 Critics charge that the FDA’s investigation of the antidepressant scandal is a conflict of interest since the agency’s own reputation is at stake for having approved the drugs in the first place and having swept under the carpet repeated reports of their side effects, including antidepressant-induced suicidality, for over a decade.25 Critics also point to the revolving door of FDA officials in and out of working for pharmaceutical companies.26 As I finish writing this book, several congressmen have opened investigations into the FDA’s mishandling of antidepressant side effects.27 The continuing revelations in the antidepressant scandal have shaken public confidence not only in the drugs but also in the drug companies, academic researchers, and even the FDA.28


What do doctors and patients do when patients are ready to go off the drugs if stopping antidepressants abruptly can cause severe withdrawal reactions that include suicidality, impulsivity, aggression, dizziness, vertigo, nausea, vomiting, headaches, tremors, electric “zap” sensations in the brain, anxiety, crying spells, and insomnia? The problem is compounded by the fact that nowadays 70 percent of prescriptions for antidepressants are written by family doctors, many of whom do not know how to taper patients off the drugs.29 Family doctors are not responsible for the current situation; they have been pressured by HMOs and insurance companies to prescribe antidepressants rather than refer patients to specialists. In a study sponsored by the Robert Wood Johnson Foundation, 72 percent of family doctors expressed frustration over the lack of access to quality mental health services for their patients.30 Many family doctors are not comfortable writing so many prescriptions for antidepressants, but feel they have little choice in the matter. Most family doctors do not feel they have the background or training to taper patients off the drugs. Even some psychiatrists are unaware of how to taper patients carefully off today’s antidepressants. An estimated 20 million people are on antidepressants in this country, including one million children.31 With so many people using the drugs, withdrawal and dependence have become major problems.


This book is a natural outgrowth of my work as a psychiatrist and educator. I testified as an expert at the FDA hearing that resulted in the historic spring 2004 warning.32 My last book,Prozac Backlash: Overcoming the Dangers of Prozac, Zoloft, Paxil, and Other Antidepressants with Safe, Effective Alternatives, published in 2000, included chapters on antidepressant withdrawal reactions and antidepressant-induced suicide and violence.33 WhileProzac Backlash called attention to these serious antidepressant side effects, no one could have predicted how large an international health problem they would become in just a few years. Physicians are increasingly concerned about malpractice lawsuits stemming from poorly managed withdrawal reactions and antidepressant-induced suicidality. Lawsuits, including class actions, involving thousands of patients who have suffered severe antidepressant withdrawal reactions, have been filed against the pharmaceutical industry so far in twenty-seven of fifty states. While my earlier book raised the withdrawal issue, which in 2000 was just coming to the attention of doctors and the public, this book provides the step-by-step solution. Since antidepressant-induced suicidality has become such a serious public health concern, a whole chapter is devoted to this topic and applies to any change in the dose, up or down.


As a clinical instructor in psychiatry at Harvard Medical School, a psychiatrist at the Harvard University Health Services, and a private practitioner in Harvard Square, I prescribe antidepressants regularly and have had countless patients report their benefits. At the same time, I have raised concerns that antidepressants are overprescribed for the stresses of everyday life and that patients are not adequately warned of their risks, including withdrawal reactions, suicide, and violence. Through my work with patients, physicians, and the media, I became aware of the need for a step-by-step guide to tapering antidepressants. Many patients and physicians have difficulty getting accurate information on antidepressant withdrawal reactions. This book is based on extensive experience tapering patients off antidepressants, input from colleagues with similar experience, and an exhaustive review of the medical literature on the subject. I also cite some pharmaceutical company documents that have become public record as a result of lawsuits.


This book presents a 5-Step Antidepressant Tapering Program developed over the years as I worked with many patients weaning off the drugs. The same guidelines apply when patients decrease the dose of their antidepressant in midtreatment. It is intended for anyone interested in or affected by antidepressant withdrawal and dependence:



	Patients on antidepressants who are ready to go off the drugs

	Patients who are considering going on antidepressants and are looking for more information on their potential side effects before making a decision

	Family doctors who are often unfamiliar with how to carefully taper the drugs

	Pediatricians who prescribe antidepressants to children and adolescents

	Psychiatrists

	Psychiatric nurses (who now do much of the prescribing in the mental health departments of HMOs)

	Psychotherapists, including social workers and psychologists, supporting patients through antidepressant withdrawal reactions

	Emergency room doctors and nurses who are frequently the first to see patients in the throes of antidepressant withdrawal

	Pharmacists whom patients often turn to with questions about their medications

	Family and friends who need support and accurate information because they often bear the brunt when patients in withdrawal become quite ill, irritable, or impulsive and behave in baffling, out-of-character ways






This book is intended to be helpful to doctors and patients alike. For this reason, I shift back and forth quite readily between addressing doctors and patients. In every instance, it is clear who is being addressed. Technical jargon has been minimized in order to provide a practical, straightforward approach to weaning patients off antidepressants. In some instances, I repeat important concepts and terms for readers who lack medical training. I trust readers with more medical knowledge will be understanding of my effort to make the information as accessible to as many people as possible. For those interested in more technical information, notes (which can be found at the back of the book) cite the extensive published medical reports and scientific research on antidepressant withdrawal and dependence.


Tapering antidepressants by following the guidelines of the 5-Step Antidepressant Tapering Program reduces both the incidence and severity of withdrawal reactions. Research has shown that when patients stop antidepressants cold turkey they can have high rates of withdrawal reactions, which vary depending on the particular drug. In studies involving hundreds of patients, 66 percent of patients stopping Paxil, 60 percent of patients stopping Zoloft, and 78 percent of patients stopping Effexor have withdrawal reactions.34 Unfortunately, most doctors and patients have not been adequately informed about the problem of antidepressant withdrawal reactions. Under these circumstances, not surprisingly patients suffer high rates of withdrawal symptoms, including severe reactions. However, following the guidelines of the tapering program, in my experience most patients have no withdrawal reaction at all or mild withdrawal reactions that they tolerate comfortably.


The concern with withdrawal reactions should not overshadow the beneficial effects many patients report with antidepressants. Medications are not “bad” because they cause withdrawal symptoms when stopped too quickly. Other important classes of medications that can cause withdrawal reactions are blood pressure medications and anticonvulsants. With these drugs, doctors are familiar with how to taper them. While the magnitude of the problem of withdrawal and dependence with today’s antidepressants has caught doctors and patients largely by surprise and is one the pharmaceutical industry has sought to minimize or deny, it is a problem that has to be confronted honestly and directly. The good news is that with proper information, doctors and patients can almost always safely and effectively overcome antidepressant withdrawal and dependence. Indeed, once patients are ready to go off antidepressants, tapering them over time provides a wonderful opportunity for collaboration, joint decision making, and strengthening the doctor-patient relationship that is at the heart of good medicine.
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Antidepressant Withdrawal


and Dependence



Defining the Problem




How Antidepressant Withdrawal Can Masquerade as Your Original Psychiatric Condition


“What do you mean I’m in Zoloft withdrawal?” Diana protested. “I went down on my Zoloft dose three days ago and now I’m depressed, I cry so easily, I’m anxious, I can’t sleep... the same symptoms I went on Zoloft for six years ago. That’s just my depression and anxiety coming back, isn’t it?”


“Not necessarily,” I responded. “They’re also symptoms of anti-depressant withdrawal.”


“Antidepressant withdrawal! I didn’t know such a thing existed. My previous doctor never said I could go into withdrawal if I tried to stop my antidepressant.” Many doctors have not been taught that the kind of symptoms Diana was experiencing shortly after lowering the dose of her antidepressant are drug-induced withdrawal phenomena. Doctors and patients who are unaware of antidepressant withdrawal can mistake the symptoms for a return of the patient’s original psychiatric condition, leading to years of additional unnecessary treatment. Studies have shown that as many as 78 percent of patients have withdrawal reactions when they stop their antidepressants, depending on the particular drug.1 


Diana was a forty-seven-year-old newly named professor at Harvard who had recently moved with her husband and two teenage sons from Ann Arbor, Michigan for her new position. When Diana’s move to Cambridge went smoothly, she wanted to try going off Zoloft as part of making a “fresh start” in life. Her new family doctor suggested reducing her dose from 150 to 100 milligrams a day. Three days later, she was in his office in a panic because she thought she was depressed and anxious again. The family doctor referred Diana to me because of my interest in anti-depressant withdrawal.


“This happened to me twice back in Michigan,” said Diana, still grappling with the idea that her symptoms were antidepressant withdrawal. “Once I tried to go off Zoloft and the other time I went on vacation and forgot to pack it.”


“And you became symptomatic?”


“Both times I got exactly the same symptoms: I couldn’t sleep. I was a mess, crying all the time. I felt depressed and anxious. Was that anti-depressant withdrawal, too?”


“Did the symptoms start within days of changing your dose, like they did this time?”


Diana nodded. “Like clockwork, on day three.”


“Then you were very likely in withdrawal, not a depressive relapse.”


“I guess my doctor in Michigan didn’t know about withdrawal. Instead, he confirmed my worst fear: That I was a hopeless case because I so quickly became depressed and anxious again without the drug.”


Antidepressant withdrawal symptoms typically appear suddenly within days to weeks of lowering the dose, as in Diana’s case. By contrast, when relapse occurs—a return of the patient’s original psychiatric condition—it typically takes one to two months or more to slowly develop.2 In addition, Diana had one of the most telltale medical symptoms of withdrawal: She was dizzy. Diana felt like “water was sloshing around” in her head and “the room was spinning.” The characteristic dizziness was another important clue that Diana was in withdrawal rather than having a depressive relapse. Like many patients, Diana had overlooked the dizziness—until I asked specifically—because she was in such a panic over her psychiatric withdrawal symptoms.


Diana originally went on Zoloft because she became depressed and anxious after her son Jason was struck by a car and needed a series of operations to repair broken bones in his pelvis and legs. For almost a year Diana lived not only with the stress of Jason’s surgeries, but also with the uncertainty of whether or not he would ever walk normally again. Because of the strain, her family doctor prescribed 100 milligrams a day of Zoloft, which helped her get through that difficult period in her life.


Diana first tried to go off Zoloft after Jason had recovered from his surgeries, was walking again, and was “completely out of the woods.” Diana wanted to stop the antidepressant because she was having significant side effects: She had gained forty pounds and had lost all interest in sex with her husband to the point of aversion toward him. Both the weight gain and sexual dysfunction were deeply distressing to her. With Jason’s difficulties behind her, she was confident she could do without the drug.


To Diana’s dismay, within days of stopping Zoloft she became anxious, tearful, and unable to sleep. Because her doctor in Michigan mistook antidepressant withdrawal for a depressive relapse, he not only put her back on the drug, he increased Diana’s dose to 150 milligrams a day.


A few months later, Diana forgot to pack her Zoloft when she went out of town for a long weekend with her husband. Again, she became tearful, irritable, and jittery. By the time she got home she was “desperate” for Zoloft. Her symptoms disappeared within hours of taking the drug. At that point, Diana mistakenly concluded her psychiatric condition was far worse than it actually was.


“I’ve been on Zoloft for six years,” said Diana. “After the first two years, I tried to go off the Zoloft and was forced back on it because of withdrawal. Does that mean that for four of the six years I’ve been taking Zoloft...,” I could almost see the gears turning in Diana’s head as she made the calculation, “I’ve been using it to medicate withdrawal instead of to treat my original depression and anxiety?”


“It seems so.” Of course, had Diana successfully tapered off the Zoloft, she might have had a depressive relapse months later. But I explained why I thought this highly unlikely: “Your stress was due to the crisis caused by Jason’s accident. It sounds like you no longer needed the Zoloft once the crisis was over, once Jason was okay and you were no longer worried about him. When you tried to stop the Zoloft and had to go back on it because of withdrawal symptoms you were clearly taking the medication to suppress uncomfortable withdrawal, not to treat your original depression and anxiety. If we taper you off Zoloft and you do fine without it—you don’t become depressed or anxious again—then your last four years on the drug probably were unnecessary. It’s a tragedy that pharmaceutical companies haven’t better educated doctors and the public about antidepressant withdrawal so that you didn’t have to go through those four years.”


Diana shook her head, stunned.


When patients have to restart antidepressants, put the dose back up, or taper off them more slowly because of withdrawal, they are no longer taking the drugs for therapeutic reasons to treat their psychiatric conditions. Instead, they are using the drugs to suppress intolerable withdrawal reactions. The technical, medical term for this is “dependence” because the patients cannot do without the drugs until they manage to wean off them.3 Diana was right: She had been dependent on Zoloft for four of the six years she was on it, when she no longer needed it and was instead taking the drug to suppress withdrawal.


Diana and I had no choice but to put her dose back up to 150 milligrams a day because her withdrawal symptoms became so severe. Once she was back on the drug, her withdrawal symptoms cleared within twenty-four hours. Diana took weeks to recover from the episode of withdrawal and the shock of having been on the drug needlessly for years. Once she had fully recovered, we tapered her much more slowly off Zoloft over the course of four months. We followed the 5-Step Anti-depressant Tapering Program detailed in subsequent chapters of this guide for doctors and patients. Diana has been off Zoloft for three years and has not had any return of depression or anxiety, confirming that she had no longer needed the drug once the crisis with her son was resolved.


Off Zoloft, Diana lost the forty pounds she had gained and revived her sex life with her husband. In retrospect Diana says: “I’m still grateful for the help Zoloft gave me that first year when I was a wreck over Jason. But I’m angry that my doctor didn’t know about withdrawal so I could have gotten off the drug once I no longer needed it. The weight gain and sexual problems were making me miserable. I switched doctors only because I moved. If I hadn’t, I might have stayed on Zoloft for the rest of my life.”


The Antidepressant Catch-22


Countless patients are caught in the antidepressant catch-22 that Diana was in: restarting antidepressants or putting the dose back up thinking they are treating depression when, in fact, they have become dependent on the drugs to suppress withdrawal reactions. We do not know exactly how many people are caught in this dilemma, because it has not been studied systematically. Studies have shown that 30 to 60 percent of patients forget to take their antidepressants for a few days or more.4 If a third of these patients, a conservative estimate, experience withdrawal symptoms that they mistake for relapse of their original psychiatric conditions, then they are in the position Diana was in. With 20 million people on the drugs, one can reasonably estimate that millions of people may be trapped in this dilemma.5 


Still other patients become caught in the antidepressant catch-22 because they forget to take their medication for a few days, call their doctors because they are feeling depressed and anxious, and do not think to even mention missing doses of their antidepressant. They report: “I’m feeling worse despite being on an antidepressant.” Their doctors, not attuned to the withdrawal phenomena, jump to the conclusion: “You need to go up on the dose.”


Being caught in the antidepressant catch-22 needlessly exposes patients—often for years—to the side effects and long-term risks of anti-depressants. In many instances, not only is the drug restarted, the dose is increased and additional drugs—additional antidepressants, lithium, anticonvulsants, thyroid hormone, Ritalin, and other stimulants—are added to “treat” withdrawal that has been mistaken for a depressive relapse. In the process, patients get the false impression that their psychiatric conditions and prognoses are far worse than they actually are. For patients trapped in this dilemma, the result is profound human suffering with broad social ramifications.6 Lastly, treating patients needlessly with antidepressants, while a boon for the pharmaceutical industry, is a costly burden on the financially strapped health care system.


Some patients and their doctors do accurately diagnose antidepressant withdrawal. But when the patients are forced to restart the drugs or to go back up on the dose, the doctors do not know what to do next. Ed is a forty-four-year-old auto mechanic whose doctor tried to “taper” him off of 40 milligrams a day of Paxil in just three weeks. Ed ended up with severe nausea, vomiting, dizziness, imbalance, and electric shock–like “zaps” in his brain. Ed’s withdrawal symptoms were so debilitating that he became bedridden and lost two days of work before his doctor finally put his Paxil dose back up. The symptoms began to clear within hours of his restarting the drug. Once Ed was feeling better, his doctor suggested “tapering” Paxil by alternating days on and days off the drug. Ed began alternating taking 40 milligrams of Paxil one day and not the next. This regimen produced a “roller coaster” of on-again off-again withdrawal symptoms that once again forced Ed to go on 40 milligrams a day. In fact, alternating days on and days off is no way to taper an antidepressant like Paxil but, like many family doctors, Ed’s family doctor was unaware. Finally, Ed’s doctor acknowledged: “I don’t know what to do. I tried tapering you a couple of different ways and it hasn’t worked.” Ed’s doctor eventually referred him to me. Rather than trying to do it in three weeks, we successfully tapered Ed off the Paxil over the course of three months. Ed has been off Paxil for four years and has not suffered a relapse into depression.


The fact that antidepressant withdrawal can mimic a patient’s original psychiatric condition is a cruel irony that requires doctors and patients to be well informed and vigilant about distinguishing antidepressant withdrawal from depressive relapse.7 Yet a 1997 study published in the Journal of Clinical Psychiatry found that 70 percent of family doctors are not aware of antidepressant withdrawal, even though they write the vast majority of prescriptions for antidepressants.8 Since then, the situation has improved some but not nearly enough. Many family doctors do not know how severe antidepressant withdrawal can be and how slowly some patients need to taper off the drugs.


Detailed studies and scores of reports of antidepressant withdrawal have been published in medical journals. One large-scale, systematic study conducted at Harvard Medical School in 1998 found that 66 percent of patients taking Paxil and 60 percent of patients taking Zoloft developed withdrawal reactions if they stopped their drug or forgot to take it for just a few days.9 In another study of Paxil conducted by the British equivalent of our FDA, 21 percent of Paxil withdrawal reactions were mild, 58 percent were moderately severe, and 21 percent were severe.10 Of the patients who experienced Paxil withdrawal, 57 percent had to restart the drug because of moderately severe or severe withdrawal symptoms. When discussing antidepressant withdrawal and dependence, Paxil is often used as the reference drug because it is the antidepressant most commonly associated with withdrawal reactions.11 In another study, 40 percent of patients in antidepressant withdrawal had incapacitating withdrawal symptoms that kept them out of work, 25 percent sought urgent medical attention, and 50 percent called their doctors for reassurance.12 These sobering statistics testify to the magnitude of the problem. Unfortunately, many of the studies of antidepressant withdrawal and dependence have been published in obscure academic journals and are not well known, even among doctors. 


Experts divide antidepressant withdrawal symptoms into two main categories: psychiatric symptoms and medical symptoms.13 The psychiatric symptoms of antidepressant withdrawal include depressed mood, low energy, crying uncontrollably, anxiety, insomnia, irritability, agitation, impulsivity, hallucinations, or suicidal and violent urges. In March 2004, the FDA warned that antidepressant withdrawal reactions may make patients suicidal.14 Even before the FDA warning, there were reports published in medical journals of patients having antidepressant withdrawal reactions who became homicidal, had suicidal thoughts, and made suicide attempts.15 The medical symptoms of antidepressant withdrawal include disabling dizziness, imbalance, nausea, vomiting, flu-like aches and pains, sweating, headaches, tremors, burning sensations, or electric shock–like “zaps” in the brain. Since the symptoms of anti-depressant withdrawal can include suicidal urges, withdrawal can be a life-threatening medical emergency.


Antidepressant withdrawal correlates with how quickly the drugs are excreted from the body—how quickly they “wash out”—once patients stop taking them.16 Even after patients no longer need antidepressants to treat their original psychiatric conditions, their brain cells still need time to readjust to stopping the drugs. Stopping antidepressants abruptly or lowering the dose precipitously does not give brain cells adequate time to readjust.17 The resulting stress on the brain cells causes antidepressant withdrawal symptoms. Even when patients experience few or no withdrawal symptoms, their brain cells are still adjusting to living with less of the drug. So far, research has only just begun to look at this complex physiological process; we do not yet fully understand the subtleties of how the nervous system readjusts to declining levels of antidepressants. For example, antidepressants can cause abnormal eye movements during sleep that persist for over a year after an antidepressant is stopped.18 If some antidepressant effects can persist that long after the drugs are stopped, giving the nervous system adequate time to readjust after each dosage reduction may be an essential element in tapering off the drugs safely and effectively.


Carefully tapering antidepressants over a reasonable period of time may also provide protection against depressive relapse at a later date. Studies have shown that in the early months after patients stop psychiatric drugs abruptly, they are at increased risk of relapse, or recurrence, of their original psychiatric condition, in excess of the natural course of the illness if it had gone untreated.19 The excess risk is thought to be due to the negative effects on brain cells caused by stopping the drugs abruptly. Tapering slowly off antidepressants reduces the negative effects on brain cells. In my experience, patients who follow the guidelines of the 5-Step Antidepressant Tapering Program have a low incidence of depressive relapse after going off the drugs.


The tremendous unpredictability of antidepressant withdrawal reactions from one person to the next is part of what makes tapering anti-depressants so difficult. While one patient may be able to taper off of 20 milligrams a day of Paxil in six weeks, the next patient on the same dose may take six months to taper off the drug. If a patient experiences mild withdrawal reactions, he may be able to reduce the dose in 10-milligram increments, from 20 to 10 to 0 milligrams a day in less than two months. But if a patient experiences severe withdrawal reactions, he may be able to reduce the dose only in small, 2.5-milligram increments, from 20 to 17.5 to 15 and so on over the course of many months. This extraordinarily wide variation requires doctors to customize the size of dosage reductions and the time frame of the taper for each patient. This is one of the more difficult aspects of tapering antidepressants and one of the reasons why the subject warrants a book such as this.


Until now, detailed guidelines for doctors and patients on how to taper antidepressants have been lacking. The few guidelines that do exist are little known and not flexible or detailed enough. For example, the Drug and Therapeutics Bulletin recommends fixed antidepressant dosage reductions of 25 percent every four to six weeks.20 But in reality the amount by which the dose can be reduced varies widely from one patient to the next. If a patient has mild antidepressant withdrawal reactions, she may be able to reduce the dose by 50 percent. But if a patient has severe antidepressant withdrawal reactions, she may be able to reduce the dose only by 10 percent or less. Other guidelines recommend specific time frames. One well-known textbook of psychiatry recommends tapering over the course of just one to two weeks.21 But two weeks is an unrealistically short time.


One general rule of thumb sometimes used to taper drugs that cause withdrawal is the “ten percent rule”: reducing the dose by 10 percent every seven to ten days. But why resign yourself to such a slow taper lasting months if, in fact, you are one of the fortunate ones who could make a much larger, 50 percent reduction and be off your antidepressant in less than two months? The sensible way to wean antidepressants is a highly flexible program, like the 5-Step Antidepressant Tapering Program detailed in this book, which provides recommended tapering schedules for all of the antidepressants currently on the market together with guidelines for carefully monitoring the patient’s withdrawal symptoms and slowing the taper down, making smaller reductions, if necessary.


Why do some people experience more severe antidepressant withdrawal and dependence than others? Antidepressants wash out of the body by being inactivated in the liver and then being excreted in the urine. We now know that people vary widely in how quickly or slowly their livers metabolize, or inactivate, antidepressants. Recent research has focused on the enzymes in the liver that metabolize antidepressants. Some people with robust enzymes are “fast metabolizers” of antidepressants, while others with sluggish enzymes are “slow metabolizers.” Fast metabolizers may be more prone to antidepressant withdrawal because the drugs wash out more quickly, leaving brain cells inadequate time to adjust.22 Other factors may play a role as well: Some patients’ brain cells may be more sensitive than others to falling levels of antidepressants.23 


Antidepressants should always be tapered following appropriate protocols and under careful medical supervision.24 Due to the growing problem of antidepressant withdrawal and dependence, some pharmaceutical companies have added warnings to their official information on anti-depressants. Unfortunately, the warnings are often very general, written in fine print, and fall short in alerting doctors and patients to the problem and providing them with guidelines for coping with it. For example, GlaxoSmithKline now cautions that Paxil should be discontinued by “a gradual reduction in the dose rather than abrupt cessation.”25 But the “guidelines” the company provides for tapering the drug simply state: “If intolerable symptoms occur following a decrease in the dose or upon discontinuation of treatment, then resuming the previously prescribed dose may be considered. Subsequently, the physician may continue decreasing the dose but at a more gradual rate [emphasis added].” Obviously such a vague statement offers little in the way of helping doctors and patients decide how much to reduce the dose and in what time frame.


The 5-Step Antidepressant Tapering Program


The good news is that patients can almost always wean off antidepressants comfortably and safely by carefully tapering them.26 The five-step program presented here provides step-by-step guidelines for gradually lowering the dose of antidepressants and for customizing the time frame and size of dosage reductions for each individual patient. Subsequent chapters describe in detail:


• How to recognize and monitor antidepressant withdrawal symptoms 


• How to distinguish the psychiatric symptoms of withdrawal from depressive relapse 


• How to distinguish the medical symptoms of withdrawal from other medical conditions 


• How to determine the optional size dosage reduction for you 


• How long to wait between dosage reductions 


• How to establish a routine of comfortable size dosage reductions at reasonable time intervals 


• How to adjust the tapering schedule to proceed more quickly or slowly depending on the severity of your withdrawal symptoms


Carefully tapering antidepressants reduces both the incidence and severity of withdrawal symptoms. How long the taper requires depends on the particular antidepressant you are taking, how long you have been on the drug, how high your dose is at the start of the taper, and your sensitivity to withdrawal symptoms. The goal of tapering is to reduce your discomfort and increase your safety while weaning off an antidepressant. Most patients are able to complete the 5-Step Antidepressant Tapering Program in two to four months. Patients who experience mild withdrawal reactions may be able to complete the program in less than two months. Other patients who experience severe withdrawal reactions may take four to six months.


When patients stop antidepressants cold turkey they can have high rates of withdrawal reactions, depending on the particular drug: 66 percent of patients stopping Paxil, 60 percent of patients stopping Zoloft, and 78 percent of patients stopping Effexor have withdrawal reactions.27 Since most doctors and patients have not been adequately informed about antidepressant withdrawal reactions, many patients suffer high rates of withdrawal reactions, including severe withdrawal. However, in my experience with patients following the guidelines of the 5-Step Anti-depressant Tapering Program, most have no withdrawal reaction or mild withdrawal reactions that are comfortably tolerated.


In addition to preventing severe withdrawal reactions, tapering antidepressants also cushions people psychologically as they let go of drugs they have relied on, often for some time. Most patients, no matter how well they are doing, have some fear of “rocking the boat” by going off their antidepressant. Making measured reductions in the medication over reasonable periods of time reassures patients that nothing dramatic is happening as they gradually adjust to living without the medication.


Antidepressant withdrawal and dependence affect people of all ages, men and women, regardless of the diagnosis for which they were put on the drugs. Patients stopping antidepressants can have withdrawal reactions even if the drugs did not work—did not help their psychiatric condition—while they were on them.28 Antidepressant withdrawal and dependence can occur in patients on very low doses, even doses below the minimum recommended by pharmaceutical companies.29 There are published reports of patients who simply could not get off their anti-depressants because their withdrawal reactions were so severe.30 Some people describe tapering their antidepressant down to a low dose, like 2.5 milligrams a day of Paxil, but then being “stuck” there, unable to lower the dose further because of severe withdrawal reactions.31 While withdrawal symptoms typically peak and disappear within two to three weeks, there are published reports of patients whose withdrawal symptoms lasted for months after they stopped antidepressants.32 Young children appear to be more vulnerable to antidepressant withdrawal than adults.33 Experts believe this is because their metabolism is faster. Newborns whose mothers were taking antidepressants during pregnancy can have withdrawal reactions shortly after birth.34 Similarly, breastfeeding infants whose mothers abruptly stop antidepressants can have severe withdrawal reactions.35 


Anyone who has been on an antidepressant for more than about a month can experience withdrawal symptoms and dependence if the drug is stopped abruptly.36 Patients with severe withdrawal symptoms feel “held hostage” to the drugs because it can take months to painstakingly wean off them. Patients often have to cut their antidepressant pills into fragments—quarters, halves, even eighths—to get smaller and smaller doses with which to taper their drugs. No one can predict in advance which patients will have the most severe withdrawal reactions, so all patients need to cautiously taper off the drugs.


Withdrawal reactions can occur when patients:


• Decrease the dose in midtreatment or when tapering off antidepressants 


• Stop antidepressants abruptly 


• Accidentally forget or skip doses


Even when patients taper carefully, many still experience withdrawal symptoms, but the symptoms are less severe than if they stopped suddenly or lowered the dose too quickly. Some patients have to slow down the pace of a taper as they get to lower doses in order to remain comfortable. When patients decrease the dose of an antidepressant in midtreatment, they need to follow the same guidelines and precautions that they do when decreasing the dose to taper off the drug.


As seen in Table 1.1, most of today’s popular antidepressants are members of a class known as selective serotonin reuptake inhibitors, or SSRIs, because they are promoted as increasing the brain chemical serotonin. The original member of the group, Prozac, became popular in the early 1990s.37 The antidepressants in the group now include Prozac, Zoloft, Paxil, Celexa, Lexapro, and Luvox, all of which cause antidepressant withdrawal to varying degrees.38 Three other antidepressants are closely related to the SSRIs: Effexor, Cymbalta, and Serzone are promoted as increasing the brain chemicals serotonin and noradrenalin, the form of adrenalin found in the brain.39 Effexor, Cymbalta, and Serzone are therefore known as SNRIs, selective serotonin and noradrenalin reuptake inhibitors. Serzone has been linked to cases of liver failure and the


Table 1.1 CLASSES OF TODAY’S POPULAR ANTIDEPRESSANTS
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brand name version of the drug was pulled from the market in the spring of 2004, although the generic version remains available.40 Remeron boosts serotonin and noradrenalin, but by a different mechanism, the details of which are not important for our purposes.41 Finally, Wellbutrin boosts still another brain chemical, called dopamine.42 The FDA’s March 2004 warning that antidepressant withdrawal reactions may make patients suicidal applies to all eleven of these antidepressants—Prozac, Zoloft, Paxil, Celexa, Lexapro, Luvox, Effexor, Cymbalta, Serzone, Remeron, and Wellbutrin. While these drugs are the focus of this book, Appendix 3 discusses tapering the older class of antidepressants, called tricyclic antidepressants (many of which are still in use today), and Appendix 4 discusses still another class of antidepressants, monoamine oxidase inhibitors (MAOIs).


Paxil, Effexor, and Wellbutrin also come in slow, or controlled, release forms called Paxil CR, Effexor XR, Wellbutrin SR, and Wellbutrin XL. Some doctors and patients mistakenly think that the slow release forms of antidepressants protect against withdrawal, but this is not the case.43 They too need to be tapered carefully.


When patients switch from one SSRI or SNRI to another antidepressant in the same class, they may not experience withdrawal symptoms. The new antidepressant may protect against withdrawal from the old one because they are in the same class. However, this is not the case if one switches to an antidepressant in a different class.


When Prozac was introduced, doctors thought it rarely caused withdrawal and dependence. We now know withdrawal reactions are not rare with Prozac. Studies have shown withdrawal reactions occur in 14 percent of patients stopping Prozac.44 Still, this is a much lower rate than with other antidepressants. Prozac causes fewer withdrawal reactions because when stopped, it gradually washes out of the body over the course of weeks, providing a slow, built-in taper. By contrast, other currently popular antidepressants wash out precipitously, over the course of hours and days, often leaving brain cells too little time to adjust. Antidepressant withdrawal and dependence have come to the attention of doctors and the public only since the introduction of the much shorter–acting drugs in the class. In fact, one reason doctors have been slow to recognize the severity of the problem is because of assumptions made early on based on Prozac.


In the decades before Prozac appeared in the 1990s, earlier classes of antidepressants were well known to cause withdrawal reactions when stopped abruptly.45 In those “old days,” psychiatrists routinely tapered patients off of antidepressants over the course of months. In many ways, this book is about rediscovering the lost art of tapering antidepressants. The book not only revives the skill but applies it specifically to today’s antidepressants. This is especially important for family doctors, who now write the majority of antidepressant prescriptions. As it was chiefly psychiatrists, not family doctors, who prescribed the earlier agents, family doctors have little experience with the protocols used to taper patients off antidepressants. In the Afterword, we will look more closely at why the skill of tapering antidepressants was lost.


Among psychiatrists, only the “older generation” with experience prescribing antidepressants before the 1990s is familiar with tapering antidepressants. The generation that entered the field in the last fifteen years has little experience with the earlier classes of antidepressants and therefore with tapering the drugs. Finally, at the mental health services of HMOs, psychiatric nurses do much of the prescribing of antidepressants nowadays. This is a relatively recent trend. As a result, psychiatric nurses, too, have little experience tapering antidepressants. The net result is that the majority of clinicians prescribing antidepressants nowadays are not familiar with how to taper the drugs when patients no longer need them.


When some people hear tapering off antidepressants can take months, they are astonished: “It takes only weeks, not months, to be detoxed off alcohol and other street drugs. How can it take longer to get off anti-depressants?” The difference is that when people enter alcohol detox and rehabilitation programs, they go into the hospital or they enter intensive day treatment programs. They interrupt their daily lives, taking time off from work or school. Often, they are extremely uncomfortable and at risk for delirium tremens and seizures. Instead, we are talking about people carefully tapering off antidepressants while continuing to go about their everyday lives. The point of tapering antidepressants carefully is so that people remain relatively comfortable and can continue to function as close to normally as possible.


Patients who have good experiences with antidepressants and have not yet tried to go off them, or who went off them with mild withdrawal symptoms, are sometimes surprised by the severe withdrawal reactions other patients experience. “It doesn’t sound like the same drug I was taking,” say some patients. But this is true of many prescription drugs: some people have few side effects while others have horrendous side effects. This is a reality that should not negate either the positive stories some people recount or the terrible stories others have to tell. The risk-benefit ratio of antidepressants—their side effects versus therapeutic effects— also varies considerably for different patients. Patients whose treatment brought them back from the brink of suicidal depressions may be a lot more accepting of having to taper painstakingly slowly off antidepressants than patients who were prescribed the drugs for mild conditions that might have been treated without medication.


The decision to taper off antidepressants requires a careful clinical evaluation and needs to be made jointly by patients and doctors, as discussed in Chapter 7. Psychiatrists generally recommend that when anti-depressants work for patients, they should remain on them for a minimum of six months before trying to go off.46 Many patients are on antidepressants longer. If your doctor knows little about antidepressant withdrawal and dependence, encourage him or her to learn more about it with you. If your doctor is not prepared to discuss the possibility of reducing the dose of your antidepressant, you can always seek a second opinion.


The antidepressant catch-22—patients who are needlessly dependent on antidepressants and do not realize it—is a hidden national health care crisis within the larger problem of antidepressant withdrawal and dependence. All patients on antidepressants for more than a year should have a thorough clinical evaluation to determine if they are trapped in this catch-22. The goal of an evaluation is to establish whether the patient and her doctor have ever mistaken withdrawal symptoms for a relapse of the original psychiatric condition and restarted the drug, increased the dose, or added additional antidepressants to suppress withdrawal symptoms. A patient caught in the antidepressant catch-22 should be evaluated to see if it would be an appropriate time to enter a tapering program to try going off the drug.


People who want to try going off today’s antidepressants are usually either feeling better and believe they no longer need the drugs, or are having significant side effects. Substantial weight gain is one of the most common problems prompting patients to stop their antidepressants.47 


Sexual side effects—ranging from mild loss of libido to severe sexual dysfunction—occur in as many as 60 percent or more of patients, depending on the particular drug.48 When patients first go on antidepressants, they often feel stimulated or “caffeinated.” But with time, many people develop a “bone weary” fatigue that leaves them feeling sluggish.49 Anti-depressants stop working in about a third of patients.50 


Even people who are not having significant side effects may be concerned about the risks of taking antidepressants indefinitely. In April 2003, Glamour magazine ran an article entitled “Addicted to Antidepressants?”51 The article featured people who had experienced debilitating antidepressant withdrawal, including twenty-nine-year-old Adrienne Bransky of Chicago. Although grateful that Paxil had brought her back from the brink of a suicidal depression, Bransky spoke for many patients when she reflected: “Most people don’t want to rely on antidepressants all their lives. We all hold out the hope that we won’t have to take these pills forever. That’s why pharmaceutical companies need to be more forthright and responsible and need to put more money into educating doctors about the risks of withdrawal. Maybe then you’ll have fewer patients going through the [withdrawal] hell I went through.” The purpose of this book is to spare patients the kind of “withdrawal hell” Bransky and others have gone through.
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Resolving the Controversy
over “Addiction”
to Antidepressants



The BBC Exposé


Steven the Self-Proclaimed “Paxil Junkie”


“How long ago did you call Dr. Glenmullen?” Steven asked his wife, Anne, impatiently.


“Fifteen minutes.”


“Can you call him again?”


“Steven, I can’t keep calling him every fifteen minutes. It’s Saturday night. He’s probably not home.”


“I’ve got to have some Paxil!” Steven insisted, desperately. In severe Paxil withdrawal, Steven had not been able to leave his apartment all day because of debilitating dizziness and headaches. Steven was so dizzy he felt “trapped” on his living room couch, unable to get up even to walk around the room. His head felt like water was sloshing around inside it; just turning it to talk to Anne made the dizziness worse. Steven’s pounding head felt like it had been “split open with an axe.” He had taken several doses of Tylenol with codeine, but the potent painkiller had not remedied the headaches. Steven’s body was wracked with severe aches and pains in his joints. He felt sapped of all energy.


When Anne sat down beside Steven and tenderly put her arm around him, he irritably brushed her off. “What’s come over you?” asked Anne, startled. 


“I don’t feel like being touched, I feel so awful.” A gentle giant by nature, Steven’s irritability was out of character and another symptom of Paxil withdrawal.


Moving further away on the couch to give Steven more space, Anne opened a magazine. A few minutes later, Steven snapped: “Will you please leave?”


“Why?”


“Your reading.”


“What’s wrong with my reading?”


“I can’t stand the noise of the pages turning.”


“The noise?”


“Every time you turn a page, the noise reverberates in my head. Every page feels like someone dropped a brick on my head.”


“Because of your headache?” Anne tried to comprehend what Steven was experiencing.


“Yes!”


Realizing how wretched Steven felt, Anne went into the couple’s bedroom and tried to reach me again. She left another message saying how desperately Steven was in need of Paxil. Returning to the living room, she and Steven began to discuss alternatives, other ways they might get ahold of the drug. Anne telephoned the pharmacy wondering if the pharmacist could give her just a few pills for Steven. The pharmacist said no, she could not dispense the antidepressant without a prescription, and suggested going to the emergency room of the Mount Auburn Hospital, near where the couple lived in Cambridge. Steven hated the thought of leaving the house because he felt so sick. As the couple debated whether or not to go to the emergency room, I retrieved Anne’s messages and returned her call.


“We’re so relieved to hear from you,” Anne declared, handing the phone to Steven.


“You warned me about withdrawal,” said Steven with a mixture of exasperation over his situation and relief to hear from me, “but I never would have believed it could be this bad, that I could feel this desperate for a drug.”


Steven had stopped 20 milligrams a day of Paxil just a few days earlier, on Wednesday. On Friday, he first noticed feeling dizzy while walking along a crowded street in Harvard Square. The dizziness was so disorienting that Steven feared he might fall into the oncoming crowd. On Friday evening, he developed severe aches and pains in his muscles and  joints. Initially, he thought he had the flu, but when he awoke on Saturday morning with the pounding headache he realized he was in Paxil withdrawal. Steven felt so drained of energy that he had to cancel his Saturday morning workout at the gym. “I never cancel my workout,” said Steven. “I’m religious about it. I have to be at death’s door to cancel.” Not wanting to bother me on a Saturday, Steven tried valiantly to “tough it out.” But as the day went on, he felt worse and worse. By the evening he finally “succumbed to wanting Paxil” and “begged” Anne to telephone me.


Just a few months earlier, Steven had stopped smoking cigarettes cold turkey. He had been a heavy, one-to-two-pack-a-day smoker for nineteen years. He began exercising regularly at the gym at the same time that he gave up smoking as part of adopting a healthier lifestyle. Steven had been able to “tough out” giving up cigarettes, despite cigarette cravings, irritability, and feeling physically ill. Given his willpower in the face of nicotine withdrawal, Steven assumed he would have no trouble going off Paxil even if he did experience withdrawal. But, said Steven: “I couldn’t do the same—stop cold turkey—with Paxil. It’s humiliating to crave a drug so badly that you ask your wife to call a pharmacy to beg for it.... All day I’ve been completely preoccupied with getting Paxil. That’s all I’ve been able to think about. I’m sorry for calling you on the weekend but there’s no way I could have made it until Monday.”


I reassured Steven that it was fine to call me under the circumstances and telephoned the pharmacy with a prescription for him. Anne went straightaway to pick it up. Within three hours of taking 20 milligrams of Paxil, all of Steven’s withdrawal symptoms had disappeared except the headache, which, however, was dramatically improved. When he awoke on Sunday morning, the headache, too, was gone and Steven felt back to normal. Indeed, he was able to work out at the gym, which had been “inconceivable” the previous day when he was in severe withdrawal.


Anne accompanied Steven to his appointment with me on the following Tuesday. “Saturday was scary,” said Anne, still shaken up by Steven’s experience with Paxil withdrawal. “What if we hadn’t been able to reach you? What if you were away for the weekend?” In fact, I had suggested to Steven that he slowly taper the Paxil. When he did not think that would be necessary, I offered to give him a prescription for the medication just in case, but he declined. In retrospect, Steven was overconfident of his ability to tough out any Paxil withdrawal he experienced because of his success in stopping smoking cigarettes. 


“I was amazed by how quickly the withdrawal went away once I took just one Paxil,” said Steven. “I had no real doubt, but that certainly confirmed I was in withdrawal.”


“Did you try to treat the headaches with Tylenol with codeine?” I asked, recalling that Steven had said something to this effect when I spoke with him by phone on Saturday.


“Yes. It’s called Tylenol 3.”


“Codeine’s a narcotic so it’s very strong.”


“That’s how bad the headache was! The Tylenol 3 didn’t touch it.” “Do you get bad headaches from time to time? Is that why you had the Tylenol 3?”


“No. I never get headaches. I had a few of the Tylenol 3 left over from when my wisdom teeth were pulled six months ago.”


Both Steven and Anne are teachers from California who came to Harvard to get master’s degrees in the School of Education. A psychiatrist in San Francisco originally started Steven on Paxil for depression. When he arrived in Cambridge, Steven came to see me for psychotherapy and renewals of his Paxil prescription. He decided to go off the Paxil because he and Anne wanted to begin trying to get pregnant. Paxil had “killed” Steven’s sex drive and his ability to maintain an erection. At the time of that first attempt to go off Paxil, Steven had not been depressed for over a year.


Sobered by his terrible experience of antidepressant withdrawal, Steven was more determined than ever to go off Paxil. He was on the medication another five months before a painstakingly slow taper allowed him to wean off. Each time he stepped down his Paxil dose, he again experienced withdrawal symptoms, although not as severe as when he had tried to stop cold turkey. Each time he fell ill with headaches, dizziness, flu-like aches and pains, malaise, and irritability. He used Tylenol to blunt the headaches and toughed out the withdrawal symptoms for one to two weeks with each dosage reduction.


Two months into the taper, one night Steven and Anne were watching television when they saw an advertisement for Paxil. The ad featured a series of tense, anxious people gesticulating, fretting, shaking their heads, and rubbing their temples. One woman said she could not participate in life because she was so “bogged down with worry.” Another said her anxiety was “like a tape in my head that just goes over and over and over.” One man hung his head in defeat because he could not relax at work or at home. Then suddenly, after going on Paxil, the same people were flashing  shiny, happy smiles. One woman kissed her son, tossed him in the air, and hoisted him up on her shoulders. Another decorated a cake with her daughter. The man who couldn’t relax at work or at home now polished his vintage car with blissful satisfaction. The line in the Hallmark card–like ad that most enraged Steven was the explicit statement “Paxil is non–habit forming.”


“How can they get away with that?” Steven railed at our next session. “I’m sitting there unable to get off Paxil for months watching them advertise it as non–habit forming? Sure my life is waiting for me...when I get off the drug. Until then, Anne and I can’t move forward with trying to get pregnant. How can they make such false claims? I’m living proof Paxil is addicting. I’m hooked on Paxil. I’m a Paxil junkie!”


“You’re not actually addicted to Paxil, even though you can’t get off it,” I gently explained to Steven.


“What am I, then?”


“You’re dependent on it.”


“Dependent. Hooked. Addicted. What’s the difference?”


“You’re dependent, because stopping the drug abruptly would cause you to have a debilitating withdrawal reaction, like you did the first weekend you tried to stop the Paxil.”


“How’s that different from being addicted?” asked Steven, confused.


“To be addicted you have to have cravings for a drug.”


“I craved Paxil the weekend I tried to stop cold turkey. I was begging Anne to call you and the pharmacy, I craved it so bad.”


The pharmaceutical industry has drummed into doctors and patients the idea that today’s best-selling antidepressants are not addicting, according to the technical, medical definition of the term. Yet Steven had just refuted one of the grounds on which this claim is made. Reciting yet another tenet of the definition, I said, “When people are addicted to drugs, they use escalating doses.”


“One of my best friends was on 20 milligrams a day of Paxil and it wore off. He went up to 40 milligrams and it wore off. He had to go up to 60 milligrams a day. He’s worried about what he’ll do if the 60 milligrams a day wears off, because that’s the legal limit.”


Again, Steven was right. Patients do develop tolerance to anti-depressants and need higher doses. Indeed, one study done at Harvard Medical School found that Prozac wore off within a year in one-third of patients.1 


Grasping at the last straw of the technical, medical definition of ad diction, I argued, “When people are addicted to a drug, they use it to get high.”


“I hear stories at the high school where I teach of students getting high on antidepressants like Paxil and Wellbutrin. They crush anti-depressants and snort them like they snort cocaine.”


This, too, is true, I realized as Steven spoke. One also hears these stories about students on college campuses.2 In recent years, I have chaired town meeting–style forums on college campuses to discuss the high percentage of college students taking antidepressants. Invariably, a student or faculty member raises the topic of students abusing antidepressants in just the way Steven described. Until recently, antidepressant abuse was relatively uncommon, because antidepressants were still patented and actually more expensive than street drugs like cocaine. But, as the drugs’ patents expire and they become cheaper, abuse may become more common. Indeed, the cover article “Generation Rx: Pop, Snort, Parachute” in the October 4, 2004 issue of New York magazine described New York teenagers abusing prescription drugs, including antidepressants.3 The author interviewed more than fifty teenagers, many of whom stole the drugs from their parents’ medicine cabinets. The “pills are more addictive than anyone realizes,” the teens insisted.


Many patients “chip” their antidepressants in a milder form of abuse of the drugs.4 “Chipping” is taking extra, unprescribed doses of anti-depressants. Patients most often take extra doses in the late afternoon or evening to give them more energy and improve their concentration to get through difficult or boring stretches of work. The term “chipping” originally referred to taking extra shavings (“chips”) of the crystalline form of an illegal street drug.


In subsequent meetings Steven continued to describe himself as “addicted” to Paxil, as do many patients who have difficulty stopping anti-depressants. After a number of similar discussions with other patients I began to realize that, even according to the technical, medical definition, antidepressants can be “addicting.” That is, patients can crave them when in withdrawal, can use escalating doses, and in some instances can even abuse them to get high. Still more importantly, the technical, medical definition is not what matters when it comes to advertising and marketing directed at patients. What matters is the plain-English definition of addiction when speaking to patients. The Oxford English Dictionary states that addiction is “having a compulsion to take a drug, the stopping of which produces withdrawal symptoms.”5 Withdrawal  symptoms are precisely what afflict countless patients who try to stop antidepressants.6 


Over the past decade, pharmaceutical companies and psychiatrists who are strong drug proponents have adamantly denied that antidepressants are addicting or habit forming. As antidepressant withdrawal began to come to the attention of doctors and patients in the mid-1990s, Eli Lilly, the manufacturer of Prozac, paid for a group of psychiatric “experts”—in this case psychiatrists who are strong drug proponents and often consult or do research for pharmaceutical companies—to meet in Phoenix, Arizona to discuss the growing concern about this side effect.7 One of the main outcomes of the meeting was the decision that the term “withdrawal” should not be used for antidepressants. Instead the group proposed the euphemism “antidepressant discontinuation syndrome” to replace the term “withdrawal” in order to avoid its association with addiction.8 After the meeting, Lilly provided financial assistance for the group of experts, many of them prominent academic psychiatrists, to publish eight papers on the antidepressant discontinuation syndrome.9 In fact, the eight papers were bound and mailed, free of charge, to doctors across the country to help establish the term. For years the pharmaceutical industry has hidden behind the term to claim that antidepressants do not even cause symptoms of withdrawal, let alone addiction. This kind of industry spin control is part of why patients and doctors have had so much difficulty getting honest, reliable information about antidepressant withdrawal, dependence, and addiction.


Many have criticized the FDA for its alignment with the pharmaceutical industry instead of protecting the best interests of patients. When GlaxoSmithKline, in 2001, finally added a warning about Paxil withdrawal reactions to its official information on the drug, the FDA allowed the company to use the term “discontinuation” rather than “withdrawal.”10 Similarly, the FDA allows Wyeth’s warning on Effexor withdrawal to use the term “discontinuation effects” rather than “withdrawal reactions.”11 


The BBC Exposé


This controversy over antidepressants being “addicting” was resolved dramatically in a British Broadcasting Corporation (BBC) two-part exposé on Paxil.12 The first program, entitled “The Secrets of Seroxat,”  aired in October 2002. In May 2003, the BBC ran a follow-up program entitled “Seroxat: Emails from the Edge.” Seroxat is the British name for Paxil. Hereafter, I translate the British names into their American equivalents: “The Secrets of Paxil” and “Paxil: Emails from the Edge.” The response was unprecedented: The program’s help line received more than 65,000 calls from viewers clamoring for more information.13 Over 1,300 people sent emails and the BBC website received more than 120,000 hits. The overwhelming response illustrates just how big a health care crisis antidepressant withdrawal and dependence are.


The pair of programs and the flood of responses featured numerous patients who described their Paxil withdrawal in riveting detail: disabling dizziness, headaches, nausea, sweating, trembling, electric shock–like “zaps” in the brain, anxiety, crying spells, insomnia, irritability, and agitation. Many patients said antidepressant withdrawal was worse than their original psychiatric conditions. Over and over, patients said their doctors had not warned them of withdrawal side effects.


One patient featured in “The Secrets of Paxil” was Helen, a twenty-two-year-old graduate student in London. Originally prescribed Paxil for panic attacks, Helen had repeatedly tried to go off the drug without success: “I’ve wanted to come off it for quite a few years now but when I stopped it, I was so ill that I had to start taking it again and doctors kept telling me that it was impossible to be addicted.” By the time “Paxil: Emails from the Edge” aired seven months later, Helen had finally managed to stop the drug by tapering off it painstakingly slowly. To achieve smaller and smaller doses, in the early months of the taper Helen cut Paxil pills into fragments. Eventually, the fragments became too small to be workable so she had to resort to using a dropper to administer tiny doses of Paxil in liquid form. Other patients interviewed by the BBC also referred to themselves as being “addicted” to the drug, just like my patient, Steven. Recalled one woman: “I was driving around to pharmacies begging them to give me a packet of Paxil.”


In the BBC exposé, Dr. David Healy—one of Europe’s leading psychiatrists—explained that patients can unwittingly become “hooked” on antidepressants.14 David Taylor, chief pharmacist at the Maudsley Hospital in London, acknowledged that Paxil withdrawal reactions are the number one complaint of patients calling the hospital’s national drug information hotline. Charles Medawar—one of the world’s foremost consumer advocates on addiction to prescription drugs—said of Paxil’s side effects: “I defy any scientist, any good scientist to look at the data...and not conclude there is a problem.”15 Richard Brook, chief executive of the  mental health charity MIND, insisted: “How can we in all conscience just sit here and say it’s not a problem?” And Dr. James Kennedy of the Royal College of General Practitioners advised: “It is very important to tell patients up front on Paxil and other drugs like it that there may be difficulties in coming off the drug, and that there may be at the very least a habit-forming potential with that drug in some patients.”
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