


Chapter 1

WHEN THE MEDICATION IS READY, THE DISEASE (AND PATIENTS) WILL APPEAR—OR, WHEN TV MAKES YOU SICK


Can anyone remember life before “Ask Your Doctor” ads?

All you knew about prescription drugs came from the ads you peeked at in the Journal of the American Medical Association (JAMA) in your doctor’s waiting room. They were full of vaguely ominous terms—nulligravida? hemo-dialysis?—as well as side effects and overdose treatments that you didn’t understand and didn’t want to understand. And they confirmed that the doctor knew more than you, more than he was telling you (and if this was more than twenty years ago, the doc probably was a “he”), and sometimes he was looking down on you.

In the 1950s, JAMA ads had a hokey feel to them, with cartoons and ads for soda pop, orthopedic shoes, and sickroom supplies. “Fifty million times a day at home, at work or while at play,” says an ad, referring to the wide use of what seems to be a medicine but is actually Coca-Cola®.1 “Why look at the back of a 7-UP® bottle?” says another soft drink ad.2 “Here’s why. On the back of the bottle are listed all the ingredients of this sparking, crystal-clear drink.” Yes, soft drinks weren’t just empty calories!

But by the 1960s, JAMA ads boasted slick, Mad Men–style ads for the tranquilizers Valium®, Librium®, and Miltown®; the antipsychotics Thorazine and Mellaril; the amphetamine Benzedrine; and antidepressants like Elavil® and Triavil. Commensurate with the psychoanalytical times, before biological psychiatry, in which people with emotional problems had “shrinks,” neuroses, and “complexes,” many ads suggest patients are motivated by drives and impulses they deny.

“Do you have patients who try to hide frustration behind conformity?” asks an ad for the antidepressant nortriptyline, depicting a bored, upper-middle-class couple in Burberry®-like attire. “They may be unable to face the pain of their depression,” says the body copy.3 “Help them see behind the veneer and accept the reality” is the tag line. Other ads in the series accuse patients of “hiding their anger behind charm” and “hiding anguish behind arrogance.”4

One ad lacquers ageism and sexism onto denial by showing an older, wrinkly woman in a bouffant wig with hair bows, gigantic sunglasses, and garish jewelry.5

The headline, “Lady, your anxiety is showing (over a coexisting depression),” is written across her nose to further the ridicule. “On the visible level, this middle-aged patient dresses to look too young, exhibits a tense, continuous smile and may have bitten nails or overplucked eyebrows,” says the ad copy. “What doesn’t show as clearly is the coexisting depression.” The ad suggests the antidepressant and tranquilizer Triavil.
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A third patient-in-denial ad depicts an upper-middle-class breakfast scene. Under a chandelier, a smiling wife and mother in a flowered housedress has prepared a breakfast of cooked cereal, juice, milk, and percolated coffee (who remembers coffee percolators?) for her executive-type husband and their college “co-ed” daughter, who is wearing pearls. The headline says, “The prehysterectomy patient who wears a façade of unconcern.” When you turn the page, the husband and daughter have left—and so has the woman’s smile. It’s all an act.6

Such ads elucidating the pathos of aging wives and mothers who are losing their looks, children, femininity, and purpose in life were rampant in 1960s and 1970s medical journals, before the women’s liberation movement had taken hold. One such ad shows a woman at her child’s graduation ceremony with the headline “Magna cum depression,” referring to the empty-nest syndrome she will soon, presumably, experience.7

Ads for hormone replacement drugs like Premarin® were even more ruthless.

“When Women Outlive Their Ovaries” is the headline for one, showing a grandmotherly woman in a frumpy cardigan sweater. “There we were—my husband at the peak of his career … but no time for me,” says the ad. “This wasn’t a ‘change,’ it was a catastrophe.”8

Journal ads during the 1960s and 1970s also pushed drugs on men, who were having trouble with gender roles. The contemporary businessman, said ads for the antipsychotic Mellaril, “is always fearful about his standing with the boss,” “misses half of what is said at meetings,” because he is so “emotionally upset,” “loses his temper with colleagues and subordinates,” and “goes home at night and takes it out on his family.”9 But ads of this era were still much harder on women who didn’t comply with the social expectations of getting married, being a good wife, and having kids. Jan, we are told in an ad for Valium, is “psychoneurotic” because she is unmarried at age thirty-five. “You probably see many such Jans in your practice,” says the ad—“The unmarrieds with low selfesteem. Jan never found a man to measure up to her father.”10

Some ads are almost sympathetic to “housewives” who, before the women’s liberation movement, were supposed to find fulfillment taking care of others and their homes, with no job or career of their own. But instead of
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recommending freedom for women suffering from what early feminist Betty Friedan called the “problem that has no name” (the “problem” was suffered by women with material comforts but no intellectual outlet) the ads counseled tranquilizers and other psychiatric drugs. “Why is this woman tired?” asks the headline under a photo of a dissipated, bathrobe-clad young woman about to tackle a stack of dirty dishes.11 She may just need more sleep, says the ad, but she also may be one of “many of your patients—particularly housewives—[who] are crushed under a load of dull, routine duties that leave them in a state of mental and emotional fatigue. For these patients, you may find ‘Dexedrine’ an ideal prescription.”

“I’m restless, nervous, tired all the time and always nagging,” says another “dirty dishes” ad, this one for the antidepressant Sinequan®.12 (Maybe the women needed a dishwasher, not a prescription.) Another ad in the Sinequan series shows a clothesline with similar I’m-exasperated copy. “A lot of little things are wrong,” says the ad. “Headaches, diarrhea, this rash on my arm. And sometimes I think I don’t like being married.”13 Another Jan who can’t find a husband to measure up to dear, old dad?

“Bad” wives—especially nagging wives—made a regular appearance in drug ads. “A sleeping pill for night squawks” was the sexist headline for an ad for the hypnotic sedative Doriden, in a 1969 issue of JAMA.

“She has insomnia … so he’s awake,” continues the copy. “Restless and irritable, she growls at her husband. How can this shrew be tamed?”14 Ouch. Psychiatric drugs were not only the answer to maladjusted, nagging housewives, suggested ads published throughout the 1960s and 1970s; they were also the answer to bad employees.15 “Sally Wilson has lost her reputation,” floats the headline over a woman in reading glasses with a ream of papers, who appears to be a secretary. “In the last week or so, Sally Wilson’s year-old reputation as an unpredictable grouch has melted away.” Sally has also “been coming in on time and turning out more work,” the ad goes on to say. “Sally’s menopause had triggered symptoms that hormone therapy by itself apparently hadn’t helped,” but adjunctive Valium has “helped her relax.”16

In the 1950s and 1960s, traditional psychoanalytical theories held that the birth of children, especially a son, would give housewives peace and fulfillment beyond their clothesline and kitchen sink. But drug ads of that era showing women with children often suggest otherwise. In a 1956 ad for Serpasil, brand name of the hypertensive drug resperine, once given as a mood leveler, a mother screams as her Davy Crockett–inspired son runs through the living room with a toy rifle.


[image: JAMA 207, no. 10 (1969): 1942–44.]
JAMA 207, no. 10 (1969): 1942–44.



Seated on a couch in a pinafore apron, with a canister-style vacuum cleaner at her feet, the harried mother appears to be screaming and resembles Lucille Ball crying “Awwww, Ricky” on the 1950s sitcom I Love Lucy.17 “Raise the emotional threshold against everyday stresses,” says the ad’s headline. Serpasil “acts as a gentle mood-leveling agent [and] … sets up a needed ‘tranquility barrier’ for the many patients who, without some help, are incapable of dealing calmly with a daily pile-up of stressful situations.”

Today, of course, little Davy Crocketts would be treated for attention deficit hyperactivity disorder (ADHD), oppositional-defiant disorder, conduct disorder, and bipolar disorder. (And husbands whose wives keep them awake would be given sleeping pills.) But today’s tradition of giving kids adult medications that are sometimes dangerous was evident decades ago in medical journals.
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As early as 1956, ads for the antipsychotic Thorazine said it “reduces hyperactivity and aggressiveness, decreases anxiety and hostility [and] improves mood, behavior and sleeping patterns … in belligerent, overactive children.”18 It was also advertised for childhood vomiting.19 The tranquilizer Miltown was similarly advertised for “a wide range of tension/anxietyrelated disorders of children and adolescents, ranging from tics and tantrums to ‘school headache’ and stammering.”20 And it wasn’t only kids whose minor conditions were medicated with major psychoactive drugs. Thorazine was advertised for treatment of alcoholism, asthma, bursitis, arthritis, cancer, the fear of cancer, ulcers, psoriasis, senility, menopause, and hiccups in adults.21Yes: hiccups.

The amphetamines and stimulants Benzedrine, Dexedrine®, and Ritalin® were similarly marketed for a breadth of maladies from depression, meno-pause, and alcoholism to “middle-age and senile let-down” that includes “a sense of frustration and inadequacy” and “waning gonadal function.”22

Some ads confirm what patients often suspected: that they were a bother to doctors. An ad for the sleeping pill Quaalude said, “Now the physician has one less tired, sleepy and apprehensive patient to contend with.”23 Other ads, especially those addressing elderly and menopausal patients, unabashedly recommend palliation (drugs for what were really life problems not medical problems) with whatever works.

“At 65 he’s collected, among other things, an ailing wife, a decreased income, grown children he seldom sees, and various physical symptoms—real or imagined,” reads an ad for the Thorazine-like antipsychotic Mellaril, with a full-page photo of a wizened man who looks closer to ninety than sixty-five.24


DAWN OF A NEW MARKET

One night in 1997, as Americans were parked on the couch in front of an episode of Touched by an Angel, they were touched by something else unexpected: an ad for a prescription allergy pill called Claritin®, promoted directly to the consumer! Prescription drugs had never been sold directly to the public before, because, without a doctor’s recommendation, how could people know if the medication was appropriate or safe? Soon, ads for Xenical®, Meridia®, Propecia®, Paxil®, Prozac®, Vioxx, Viagra®, Singulair®, Nasonex®, Allegra®, Flonase®, Pravachol®, Zyrtec®, Zocor®, Flovent®, and Lipitor® followed. By 2006, the pharmaceutical industry (a.k.a. Pharma) was spending $5.5 billion a year on direct-to-consumer (DTC) advertising—as much as the US government was spending for an entire month on the Iraq War.25

Although DTC advertising was never illegal, according to the Food and Drug Administration (FDA), it was widely thought to be until the FDA issued guidelines for advertisers in 1997. A push for DTC advertising also came from AIDS patients who wanted greater involvement in their own care and to know what their doctors knew about the drugs they were taking. A funny thing happened as Americans viewed all these pill ads. People discovered they weren’t as healthy as they thought. Suddenly, they suffered from seasonal allergies, social anxiety, high cholesterol, depression, bipolar disorder, ADHD, erectile dysfunction, low testosterone, gastroesophageal reflux disease (GERD), irritable bowel syndrome, dry eye, fibromyalgia, chronic fatigue syndrome, seasonal affective disorder (SAD), restless legs syndrome, and worse. In fact, the parade of symptoms and diseases was so all encompassing, comedian Chris Rock said he was ready for a DTC ad asking, “Do you fall asleep at night and wake up in the morning?”

“Yeah, I got that!” he joked.26
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Before the advent of DTC advertising, gastroesophageal reflux disease, or GERD, was a hidden epidemic. This condition vaulted Nexium® to the fourth-best-selling drug in the country, once the drug’s marketing campaign made people realize they suffered from the problem.27 “The implication in the direct-to-consumer ads is if you have heartburn you’re well on your way to cancer of the esophagus,” says Marcia Angell, MD, a former editor of the New England Journal of Medicine and author of The Truth about the Drug Companies. “For most people who have heartburn, the best way to treat it is probably to lose a little weight, get out and take a walk or drink a glass of milk, but that somehow is seen as less good than taking a prescription drug.”28

The fact that DTC advertising debuted at the same time as the World Wide Web doubled its power. Even if ads and websites weren’t advertising drugs directly to consumers, the world of diseases and prescription drugs, once tucked into JAMA ads, was suddenly open to anyone who could operate a mouse. You could even buy drugs online, no doctor or prescription necessary.

Theoretically, all the newly and readily available medical information created a better-informed patient. It was the same reason the trailblazing feminist book Our Bodies, Ourselves was published thirty years earlier—patients have the right to know and be participants in their own healthcare. But three features of DTC advertising did more harm than good—unless you were Pharma. Diseases were created or overplayed, sometimes called disease du jours. Risks of disease—fears of getting a condition or the condition getting worse—were whipped up to sell drugs. And extreme drugs were marketed when milder and cheaper drugs would do. The best example of this last point is Vioxx, which was billed as a “super-aspirin” for everyday arthritic or menstrual pain but ended up causing twenty-seven thousand heart attacks and sudden cardiac deaths before its removal from the market in 2004.29 Yet before Merck even settled the Vioxx cases, the dangerous epilepsy drugs Lyrica®, Topamax®, Neurontin, and Lamictal® and the antidepressant Cymbalta® were similarly marketed for simple pain, even though all carried suicide warnings and Topamax is also linked to birth defects.30 It was obvious that no lessons had been learned from Vioxx.

Other examples of DTC advertising excess are antipsychotics like Seroquel®, marketed for simple depression and to children, and costly, genetically engineered, injected drugs like Prolia®, Humira®, Enbrel, and Remicade®, marketed as first, rather than last, choices in autoimmune conditions. The lucrative but dangerous new drugs, called monoclonal antibodies (moAbs) and tumor necrosis factor (TNF) blockers invite cancers and lethal infections because they suppress the body’s immune system, and it can’t fight infections.31 They are even pushed for asthma. In 2008, the FDA announced that forty-five people died from fungal diseases from taking Humira, Enbrel, Remicade, and Cimzia®—20 percent of the 240 patients who got sick.32 Humira, in particular, was investigated by the FDA in 2008 for thirty reports of childhood cancer and its links to lymphoma, leukemia, and melanoma in children. In 2011, the FDA warned that Humira can cause “a rare cancer of white blood cells”33 in young people. The same year, five patients died during Humira trials in Italy, and the entire drug class was found to be linked to heart risks.34

But when a drug like Humira earns a company an average of $20,000 per patient per year—that’s potentially $7 billion a year—cancer, fungal infections, and heart side effects are but details. The deaths might not have been Humira-related but rather “bad luck,” said a researcher with the Italian trials, and an avalanche of Pharma articles disputed the heart findings.35 Meanwhile, Abbott Laboratories is seeking to broaden Humira indications, including an approval for ulcerative colitis.

In addition to normalizing dangerous drugs like Humira, the advent of DTC advertising and health websites led to disease glamorization, a “sickness culture,” symptom chasing (cyberchondria), the exchange of incorrect information, and self-diagnosis (the latter because so many sites had “symptom checkers” and self-quizzes). It also changed the doctor/patient relationship forever.

Like the old proverb that whenever a man and a woman are alone together, the third party in the room is the devil, by the late 1990s, whenever a patient and a doctor were alone together, the third party in the room was the web. Patients often asked the doctor for a drug they had self-prescribed for a disease they had self-diagnosed, reducing the doctor to a mere order taker or gatekeeper. And, even though the DTC-demoted doctors could push back and ask, “What medical school did you go to?” they also went to the web get information.

To prevent snake oil selling, the FDA required that DTC ads mention risks and dangerous side effects associated with a drug. Pharma detested the risk mandates because it needed to buy twice the air time—sixty-second TV spots instead of the thirty-second spots most advertisers bought. Pharma preferred online “reminder ads” that showed only the drug’s name and indication, piggybacking off all the advertising to date but without risk data. But the FDA ruled in 2009 that reminder ads also had to show risks—within the ad, not “one click away,” on the drug’s website. This forced Pharma to add a scroll window for risk information, since the side effects would take up too much room if displayed at once.

Risk information often amounted to a second ad that seemed to be created by the drug’s evil twin. While health warnings can obviously fail, as with cigarettes, some wondered if the parade of drug side effect risks—“brain bleeds, sudden death, difficulty breathing, stomach bleeding, liver failure, kidney failure, muscle breakdown, fainting, hallucinations, cataracts, seizures, gout, severe and debilitating pain, skin rash, difficulty swallowing”—could actually sell the drug by tapping into some kind of national death wish. After all, buried skulls and the word death in ad copy subliminally sold consumer products in the 1950s, according to the bestseller The Hidden Persuaders by Vance Packard.36

People generally like DTC drug advertising for the same reason they like advertising in general—it’s entertaining and designed to be liked and relevant. Ad agencies, after all, brim with writers and artists talented enough to be in fine arts or academia, if they weren’t selling Dr ā no® and Turtle Wax. As far as whether the DTC ads work, most believe that the ads make the other guy desire and ask for a drug, but not them. (The same thing medical professionals say about “gifts” from Pharma—that they make other doctors prescribe a drug, but not them.)




GO ON, BE HAPPY

From the debut of Prozac in 1988, ten years before DTC advertising, one of the top-performing drug categories was depression drugs. In fact, the discovery that people with real-life problems with their jobs, the economy, and their families would term it “depression” sailed Pharma through the 1990s and 2000s. Unlike drugs like Valium and Librium, which were taken as needed—which the new antidepressants replaced (because anxiety was now “really depression”)—the new antidepressants were taken every day, for years.

In fact, ten years after DTC advertising began, the number of Americans on antidepressants had doubled to twenty-seven million, or 10 percent of the population.37 During the same time period, the number of doctor visits where individuals were prescribed antidepressants even though they had no psychiatric diagnoses increased from 59.5 percent to 72.7 and accounted for four out of five antidepressant prescriptions.38 A growing number of people were also prescribed antipsychotics, and the number of people undergoing psychotherapy shrank.39 Both insurers and patients preferred pills to psychotherapy because they were quicker, easier, and fun. Who says advertising doesn’t work? But three things began to dry up the depression gravy train for Pharma. Blockbusters like Prozac, Paxil, and Zoloft®, called SSRIs (or selective serotonin reuptake inhibitors), went off patent (meaning they were no longer protected by lucrative brand-name patents and were now open to competition from the same drugs, manufactured as generics and costing a fraction of their patent prices), antidepressants were linked with gory and unpredictable violence, and they didn’t even work in many cases, according to medical articles in JAMA.40

Even before a JAMA article in 2010 suggested that in mild depression, antidepressants don’t work, reports of “Prozac Poop-out” in which patients develop a tolerance to the antidepressants and they quit working surfaced in the medical and general press. “Prozac wears off within a year for about onethird of those who take it,” said Harvard magazine.41

Human nature might be a contributor to poop-out, too, said psychiatrist Phillip Sinaikin. “An antidepressant not working anymore is no different from getting used to anything that used to thrill us,” said Sinaikin in an interview about his book Psychiatryland.42 “We buy our dream house with two bedrooms and a garage, and after a while it doesn’t make us happy anymore, and we are eyeing the house with three bedrooms and a pool. Another example, of course, is falling in and out of love.”

Ineffective antidepressants and poop-out are no doubt the reason DTC ads began spinning the idea of “add-on” drugs and “treatment-resistant conditions,” which supported the lucrative but inexact practice of polypharmacy, or drug “cocktails.”
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Ads for the atypical (referred to as such because they were thought to be different from older antipsychotics like Thorazine) antipsychotic Abilify®unabashedly hawked it as an add-on drug to the antidepressants Prozac, Paxil, Zoloft, Effexor®, and Lexapro, saying that “approximately 2 out of 3 people being treated for depression still have unresolved symptoms.”43 The ads don’t say why people should stay on the original drugs that don’t work.

“Treatment-resistant depression” similarly kept people taking iffy drugs. Your first expensive and dangerous drug needed to be coupled with more expensive and dangerous drugs because monotherapy, one drug alone, wasn’t doing the trick. It wasn’t that the drugs didn’t work (or you didn’t have depression in the first place), you had “treatment-resistant depression.”

You’ve got to admire Pharma’s audacity with this upsell strategy—also known as trying to get people to spend more money. Adding drugs to a treatment-resistant depression triples its take; patients don’t know which drug is working, so they’ll take all of them, and the defective drugs are exonerated—because the problem is the patient! Entire new psychiatric drug approvals were based on nothing more than this add-on use.

Of course, if people were paying for the drugs out of their pocket, and they were told to add a drug that costs almost $500 a month because the first one isn’t working, they would say the only thing “treatment resistant” is your sales pitch—and to go find another fool. But since third-party payers carry the freight, no one seems to mind the scheme—or even notice it. In fact, psychiatric drug cocktails of eight, ten, and twelve drugs are common now, even though the drugs have seldom been tested when taken together—unless you count the patients taking them now.

There was another trick to keep the antidepressant boat afloat. Your depression is “progressive,” said DTC ads. Once upon a time, when depression was neither seasonal, atypical, bipolar, nor treatment resistant, it was considered to be a self-limiting disease. In fact, just about the only good thing you could say about depression was that it wouldn’t last forever. But, by 2010, DTC ads were giving depression the same “don’t wait” scare treatment used to sell statins, add-on asthma controller drugs, and bone drugs. If you don’t hurry and take medication, your depression will get worse!

“Depressive episodes become more easily triggered over time,” floats an article on the doctor education website Medscape (flanked by ads for the anti-depressant Pristiq®). “As the number of major depressive episodes increase, the risk for subsequent episodes is predicted more from the number of prior episodes and less from the occurrence of a recent life stress.”44 Translation: your depression gets worse on its own, regardless of the stress in your life. The article, unabashedly titled “Neurobiology of Depression: Major Depressive Disorder as a Progressive Illness,” was written by Vladimir Maletic, MD, who has served on Eli Lilly and Company’s Speakers Bureau, says the disclosure information, and whose coauthors are each employees and/or Eli Lilly shareholders.

An article on WebMD, sister site to Medscape, also “sells” depression. An article called “Depression: Recognizing the Physical Symptoms,” smothered with five ads for the Eli Lilly antidepressant Cymbalta, submits, “Most of us know about the emotional symptoms of depression. But you may not know that depression can be associated with many physical symptoms, too.”45 Depression may masquerade as headaches, insomnia, fatigue, backache, dizziness, lightheadedness, or appetite problems, mongers the article. “You might feel queasy or nauseous. You might have diarrhea or become chronically constipated.”46 And you thought it was something you ate!

The danger with these symptoms, says the article, is that you would fail to diagnose yourself as suffering from a psychiatric problem and buy an over-the-counter drug like a normal person. “Because these symptoms occur with many conditions, many depressed people never get help, because they don’t know that their physical symptoms might be caused by depression. A lot of doctors miss the symptoms, too.”47

To prevent such loss of potential market share, the article counsels worry and fear about your symptoms. “Don’t assume they’ll go away on their own.” Symptoms may “need additional treatment” and “some antidepressants, such as Cymbalta and Effexor, may help with chronic pain, too.”48 The article’s content was “selected and controlled by WebMD’s editorial staff” and “funded by Lilly USA,” says disclosure information. Eli Lilly was an original WebMD financial partner, according to the Washington Post.49

Millions of children were on ADHD medication even before DTC advertising. But since DTC advertising, adults have also been told they have concentration and attention problems. “Can’t stay awake at work? Working odd hours or a shift schedule?” asked radio ads in 2011. “You could be suffering from shift work sleep disorder!” Shift work sleep disorder (SWSD), said the campaign from Cephalon, who makes the Schedule IV (the category most highly controlled) stimulants Provigil® and Nuvigil®, affects one out of four people working nontraditional schedules. That would be a lot of people—if anyone had a job today.
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Shift work sleep disorder (a disruption of the natural circadian sleep rhythms) is characterized by trouble focusing, increased irritability, and poor work performance—think ADHD (though perhaps lacking the hyper-kinesis)—says a website called the Wake-Up Squad.50 But don’t think the answer is a simple renegotiation with your alarm clock, says the site. “Just improving your sleep may not improve your ability to cope with shift work.”51 The site offers a self-quiz to see if you have SWSD and does not mention any drug name.

Of course, it’s not too difficult to sell speed. As the street dealers say, “The first taste is free.” Stimulants are so addictive, mothers confess to pilfering from their ADHD-diagnosed kids. But DTC ads give people other reasons to take uppers (besides the high), like excessive daytime sleepiness (EDS), sleep apnea, narcolepsy, and non-restful sleep (NRS). Notice how a best-selling disease ideally has catchy initials?

In fact, the only reasons for wakefulness problems that the ads don’t blame are not getting enough sleep and doing something boring. Remember the slogan on T-shirts that used to say, “I drink to make other people more interesting?” The same claim is made for speed, which is why it’s a favorite with factory workers, long-distance truck drivers, and students—it makes repetitive tasks more interesting. Only recently did people doing boring work start having a “disease.”

“You may ‘suffer from Excessive Daytimes Sleepiness,’” said ads in college newspapers in Chicago trying to recruit students for clinical trials to test stimulants. “Being sleepy throughout the day is more than just a nuisance, it’s a heavy burden.”52 “Struggling to Fight the Fog?” asks an ad for the stimulant Provigil® that shows a judge in his black robe, nodding out on the job. (“Yo! Your Honor! I’m trying to plead!”) An ad for Vyvanse in Men’s Fitness magazine shows a family happily engrossed in TV—because Dad has speed for his “adult ADHD.”53

Of course, you can’t very well discuss daytime sleepiness without talking about insomnia. Not getting enough sleep certainly contributes to excessive daytime sleepiness, but “wakefulness drugs” also contribute to insomnia. Sleeping pills have not been Pharma’s finest hour. In the 1960s, barbiturates were immortalized by Marilyn Monroe’s death and by the 1967 movie Valley of the Dolls, which starred Sharon Tate, Patty Duke, and Barbara Parkins.

In 1970, sleeping pills known as “reds” were indicted for “sweet Jane’s” downfall in the Grateful Dead song “Truckin’”: Jane was “livin’ on reds, vitamin C, and cocaine.”54 In 1993, the sleeping pill Halcion® was banned in the United Kingdom and other countries for causing amnesia, paranoia, depression, hallucinations, and violence in users. Travelers, among its biggest users, would find themselves on the other side of the Atlantic Ocean and not remember boarding a plane.55 And in 2001, a similar pill, Dalmane, was said to “increase the risk of an injurious accident more than five times normal,” at FDA/National Transportation Safety Board hearings.56

Still-newer sleeping pills like Ambien®, Lunesta®, Sonata®, and Rozerem are a gold mine for Pharma because everyone sleeps or watches TV when they can’t. Even though in FDA documents, one sleeping pill, Rozerem, was no better than a placebo, its sales shot up 60 percent because of its DTC advertising, reported the New York Times.57

To churn the insomnia market, Pharma rolled out subcategories like it did with depression. There was chronic, acute, transient, initial, delayedonset, middle-of-the-night, waking up four to five hours after falling asleep and not being able to get back to sleep, and early-morning wakening; menopausal insomnia; and, of course, non-restful sleep. In India, the sleeping pill Zol-fresh® is advertised as making people live longer, with no medical evidence and in spite of the fact that DTC advertising is illegal there, says pharmaceutical reporter Ed Silverman.58

Thanks to former Rhode Island representative Patrick Kennedy, many became aware of the downside to sleeping pills. Who can forget how the congressman drove to Capitol Hill to “vote” at 2:45 a.m. in 2006 on Ambien and crashed his car (he had also been taking Phenergan, a gastroenteritis drug that can cause drowsiness)?

Kennedy’s apparent blackout may have been from more than Ambien, but blackouts caused just by Ambien soon came to the attention of authorities. The FDA issued warnings about the potential of “complex sleep-related behaviors” that may include “sleep-driving, making phone calls and preparing and eating food (while asleep)” while on Ambien and twelve other sleeping pills in 2007.59

Law enforcement officials reported that traffic accidents increased because of Ambien with some drivers not even recognizing the police officers there to arrest them.60 Horror stories also began to circulate about svelte dieters waking up amid mountains of pizza, Krispy Kreme® donuts, and Häagen-Dazs® cartons consumed by their evil twins when they took Ambien. Sanofi-Aventis, Ambien’s manufacturer, was forced to publish ads telling people if they were going to take Ambien, to get in bed and stay there.

But the can’t-sleep-because-of-the-stimulants/can’t-wake-up-because-of-the-sleeping-pills blues was not really new. The nation had done the same yin-yang dance with “bennies” (Benzedrine) and “barbs” (barbiturates) during the 1960s.




BUT THEY COULDN’T SAY IT IF IT WEREN’T TRUE …

In 1962, the same year thalidomide was given to pregnant women for morning sickness outside the United States, Congress strengthened drug laws and added the concept of effectiveness to the definition of “new drug.” That meant drug manufacturers couldn’t market a drug for non-approved indications, known today as “off-label” marketing. “The initial claim would tend to be quite limited,” said a group of senators, led by Tennessee’s Estes Kefauver. “Thereafter, the sky would be the limit. Extreme claims of any kind could be made.”61

Indeed. Most of the huge fraud and/or wrongdoing settlements in recent years against drug giants like Pfizer, AstraZeneca, and Eli Lilly center on offlabel marketing—selling drugs for conditions they have not been proven safe or effective to treat.62 Because it’s legal for doctors to prescribe a drug for non-FDA-approved uses—but it’s not legal to advertise it for such uses—a lot of such advertising is disguised as journal articles and continuing medical education (CME) courses offered by Pharma. Scores of journal articles promoting hormone therapy for menopausal women to prevent heart disease and cognitive decline, for example (non-FDA uses and erroneous) were planted by Wyeth-paid functionaries, according to court-obtained documents.63

And even though the epilepsy drug Neurontin (also used for nerve pain) is only FDA-approved for postherpetic pain (pain that follows shingles) and as an add-on drug for partial seizures (and even though Pfizer settled off-label marketing Neurontin charges in 2004), it is still brazenly promoted for off-label uses. A CME course on Medscape asserts that Neurontin “appeared to be well tolerated and effective as migraine prophylaxis,” and that epilepsy drugs in general may have a role in “treating headache, facial pain, and mood disorders.”64

Before the Vioxx scandal in 2004, and the big fraud settlements and loss of patents a few years later, being a Pharma rep was probably the next best thing to working on Wall Street. Direct-to-consumer advertising did your presell for you, and all you had to do was show up with your snappy Vytorin® tote bag and samples case. Some Pharma reps had their own reception room with ice water, swivel chairs, and laptop ports at medical offices, and most waltzed in ahead of waiting and sick patients. Pharma usually hires “hotties” for sales reps—women often sporting spike heels and cleavage, men often “beefcake”—which also helps their reception by office staff.65

But, by 2011, the bloom had fallen off the Pharma reps’ roses. The number of prescribers willing to see most reps fell almost 20 percent, the number refusing to see all reps increased by half, and eight million sales calls “could not be completed,” reported ZS Associates.66 Pharma was also discovering that online advertising, “speakers bureaus” (in which one doctor is hired to present to others), and continuing medical education courses were a better bang for the buck than old-fashioned shoe leather sales reps. Not all doctors hide their antipathy toward Pharma sales reps. Salt Lake City family doctor Ross Brunetti estimated that six reps called on his office every morning, and six more in the afternoon. “In a week, I might see three people trying to sell me the same thing,” he says, adding, “On Friday, when they want to get out early and go skiing, they’re all here, all in the morning. There are more drug reps than patients. It’s like a minefield.”67

While Brunetti said the reps are only tolerated for the drugs they leave, “for people who can’t pay,” there is a growing movement among medical professionals concerned about Pharma influence to refuse even free samples. Not only are they an inducement to prescribe more expensive drugs, not necessarily appropriately; the samples seldom go to needy patients and are often more free gifts to the doctors, their staff, and their families to use, critics say. The backlash against free samples and Pharma gifts in general coalesced in 2007, when the sixty-two-thousand-member American Medical Student Association (AMSA) debuted its “scorecard” program, which grades the nation’s 150 medical schools on their policies toward Pharma gifts, consulting and speaker fees, and disclosure information.

“The scorecard program has changed the landscape because medical schools really understand grades,” said Nitin Roper, MD, then a recent graduate and AMSA member.68 “Schools which originally wouldn’t give us their policies suddenly thought their grades were unfair. In a revealing turn of the tables, one medical school contacted our student organization to request its D grade be changed to a C+.”

At the 2010 American Psychiatric Association meeting, there were fewer Pharma-funded classes, not to mention less entertainment and free food. “They used to wine us and dine us,” one participant complained.69 “An SSRI maker flew my entire group to a Caribbean island,” remembered a psychiatrist from the East Coast who did not want to be identified. Exhibition displays on the sales floor were still pretty gee-whizzy—an entire children’s bedroom was constructed to sell an ADHD medication—but where “take one” signs had once appeared, there were now signs explaining the new “no gift” policies.70

Pharma marketing might be further dampened by a proposed “Pharmaceutical Inverse Benefit Law” that two researchers have devised based on the premise that the more heavily a drug is promoted, the less its benefits compare with its risks. The law’s authors, Howard Brody, MD, and Donald W. Light, PhD, warn of six marketing strategies “that create an environment in which prescribing certain drugs could undermine, rather than promote patient safety and public health.”71 The marketing strategies include exaggerating safety and efficacy claims, relying on surrogate end points (assumptions from short studies), encouraging off-label use, reducing “thresholds for diagnosing diseases,” and actually “creating new ‘diseases.’”72

Then Harvard professor Jerry Avorn, MD, author of Powerful Medicines, also cited surrogate end points (which suggest but don’t prove a drug’s safety and effectiveness) at a conference about Critical Prescribing Skills in Chicago. “We are spending billions on Vytorin to lower cholesterol, yet the drug has not been proven to prevent heart disease and Avandia [a diabetes drug] causes a 40 percent increase in heart attacks,” he said.73 The research projects presented at the Critical Prescribing Skills conference were funded by a Pfizer settlement for off-label marketing of Neurontin and intended to help medical centers and other health groups develop training products for prescribers to prevent future Neurontins. One training product to help doctors defend against unapproved uses is a “pharmaceutical marketing elective” at the University of Illinois– Chicago, in which former sales reps demonstrate their sales techniques to medical students. A project at University of Vermont College teaches doctors refusal skills for patients who come in waving direct-to-consumer ads.

Even though writing a prescription may seem quicker, “explaining to a patient why a highly advertised drug might not be appropriate only takes three minutes,” said Richard Pinckney, MD, then professor at the University of Vermont College of Medicine, “and the insurance savings could pay for programs like these.” The Vermont project included “secret shoppers” asking doctors for a brand-name insomnia drug to see how well training worked.74 “Doctors have a hard time saying no if a drug is effective, even if it is expensive,” agreed Audiey Kao, MD, then vice president of ethics at the American Medical Association, which also created training products shown at the conference.75 A video developed by Consumers Union, which publishes Consumer Reports, for patients to view before receiving a prescription resulted in one-third asking to speak to their doctors or pharmacists after viewing it. Fifteen percent of patients changed the drug they requested.76

Another gray marketing area in DTC advertising is what might be called off-label distribution—advertising a drug for a disease that affects a small part of the population to a much larger general population, in case there are more “takers” who think they might have the disease or want the drug. A good example is the genetically engineered, injected drug Humira, first used to treat rheumatoid arthritis. Despite the FDA’s clear warnings about its dangers, inserts advertising Humira to treat the intestinal tract condition known as Crohn’s disease, a subsequent approval, which affects only 1 percent of the population, were inserted in Chicago college and weekly newspapers.77 Humira ads reading “Hate psoriasis. Love clearer skin,” run in weekly celebrity magazines like they are selling skin moisturizers instead of a subcutaneous drug that suppresses the immune system.

When a reporter asked the then Abbott vice president of specialty operations Heather Mason why a drug that costs up to $20,000 a year and treats rare conditions was advertised to general audiences on TV, she said, “Rheumatoid arthritis is a market where people often don’t know what they have for a while” and it is often “misdiagnosed.”78 A condition is so subtle people don’t know they have it, but it is so serious it needs an immune-suppressing drug?


The FDA’s Division of Drug Marketing, Advertising, and Communications (DDMAC) is in charge of monitoring Pharma materials for fraudulent and off-label marketing claims and undisclosed risks. At least in theory. But the staff of thirty can only spot-check the avalanche of marketing pieces it receives per year—more than seventy thousand, said Amy Toscano, then a DDMAC pharmacist.79

Since drug companies do not have to get permission for new marketing claims in their advertising and promotional materials—they only have to inform DDMAC of what they are doing—misleading ad campaigns can and do run. And what happens when they do? Companies get love letters like this one, sent to Eli Lilly: “DDMAC requests that Lilly immediately cease the dissemination of violative promotional material for Cymbalta, Evista and Gemzar, such as those described above,” DDMAC wrote the drug giant in 2009.80 “Please submit a written response to this letter on or before April 9, 2009, stating whether you intend to comply with this request.” Whether you intend to comply? Maybe the DDMAC should be running the IRS!

Why would an FDA warning letter about illegal advertising influence Pharma when billion-dollar settlements over Zyprexa® and Bextra marketing haven’t? asked Bruce L. Lambert, PhD, then a professor in the Department of Pharmacy Administration at the University of Illinois–Chicago, at the Critical Prescribing Skills conference. “Doesn’t the FDA have the authority to take stronger actions?”81 Why are “disease awareness” ads allowed to begin with? asked Women’s Health Network executive director Cindy Pearson at the conference. They “appear to ‘educate’ but really create and monger diseases to sell drugs.”82

In 2010, the FDA, under President Obama–appointed commissioner Margaret Hamburg, announced a whistle-blowing program to widen DDMAC’s net. Anyone seeing misleading ads that market a drug for off-label uses and/ or that hide the drug’s risks can report them directly to DDMAC through a dedicated e-mail address, badad@fda.gov. But the biggest users of the turnina-bad-ad program so far are not patients or doctors but competing drug companies, says DDMAC’s Amy Toscano.83 They certainly know the rules.





SELLING SOAP, COLA, AND … PSYCHIATRIC DRUGS

Like consumer-product advertising in general, DTC advertising relies on the time-tested triad of positioning (“the King of Beers”), benefit (“Healthy Choice,” “SnackWell”), and repetition. Repetition is so important to product recall, some broadcast ads repeat immediately, literally running back-toback, causing consumers to think it’s a mistake. It’s no mistake, and the very fact that consumers notice it means the repetition works. Medication ads are so much like other consumer-product ads that the wacky “Can Your Beer Do This?” Miller Lite campaign of the 1990s came back to life to sell the antidepressant Wellbutrin XR®. In a glossy, color magazine ad, a young man rows his girlfriend on a scenic lake and lists the benefits of his Wellbutrin XR. “Can your medicine do all that?” he asks.84 When an ad affixes a “your” in front of the noun it is trying to sell—”your mouthwash,” “your pain reliever,” “your engine treatment,” “your teeth whitener”—it implies that if you don’t already have a mouthwash or engine treatment, you should. What does it say about the saturation of psychiatric drugs in the community that “antidepressants” have joined mouthwashes and engine treatments as something people are assumed to have?

Another snappy way to sell a product is to elevate it to an experience. Who remembers ads for the “Kodak Moment,” the “Maalox® Moment,” and even the “L&M® Moment” from years ago? Sure enough, the sleeping pill Lunesta deploys such “experience” advertising with “Lunesta Sleep. Have You Tried It?” in a 2007 Parade magazine ad.85

Taking on the competition is also a revered advertising tradition ever since Avis Rent-A-Car called itself “Number Two” in relation to Hertz, and 7-UP® called itself the “Uncola.” “I asked for one good reason to stick with Actonel®. My doctor gave me seven,” says a full-page color ad for a bone drug in the New York Times, depicting a fifty-something woman in a denim jacket with arrows pointing to her collarbone, spine, upper arm, wrist, pelvis, hip, and leg—the seven reasons.86 “What about the new osteoporosis medicine, Boniva®?” the Actonel copy asks, referring to its competitor and the drug the woman won’t switch to. “Boniva is not proven to prevent fractures beyond the spine,” says the ad, answering its own question. What is really going on in the ad, according to Advertising Age, is Actonel’s manufacturer is getting back at the makers of Boniva because “once-monthly” Boniva stole market share from once-weekly Actonel.87 Patients don’t like having to wait sixty minutes before eating or drinking anything and remaining completely upright, as they have to do after swallowing the bone drugs. So the Actonel ad seeks to find an area where Boniva is inferior—like not preventing other fractures, as it charges.

Unfortunately, the joke was on both Actonel and Boniva when the FDA issued a warning in 2010 that all the drugs in their class could cause the very fractures they were supposed to prevent, and Evista, a bone drug that worked differently, slammed them both. “You can take Evista at any time of day, with or without food,” said full-page ads in the New York Times.

When DTC advertising began, it relied on the product-marketing workhorse of celebrity endorsement. Television personality Joan Lunden and baseball player Mike Piazza pushed the allergy pill Claritin; model Lauren Hutton, hormone replacement therapy; singer Wynonna Judd, the diet drug all ī®; actresses Sally Field and Brooke Shields, Boniva and Latisse®, respectively; skater Dorothy Hamill and track star Bruce Jenner, the pain pill Vioxx; former Sen. Bob Dole, Viagra; and Dr. Robert Jarvik, Lipitor. NASCAR figure Bobby Labonte even endorsed Wellbutrin XL in a print ad in 2004.88

But unlike regular advertising in which a celebrity could taint a product with an ethics scandal or jail sentence (like Tiger Woods or Martha Stewart), the opposite was occurring: pills were becoming the bad actors, like Vioxx, which increased heart attacks, and hormone replacement therapy, which increased cancer, according to a large federal study.89 So many blockbuster drugs seemed to be recalled, Pharma even declared an advertising moratorium for drugs under one year old in a “don’t regulate us; we’ll police ourselves!” plea to the government.90 The moratorium was so short; it also seemed to last under one year. Meanwhile, celebrity ads like a ubiquitous Lipitor commercial with Robert Jarvik, MD, the inventor of the Jarvik artificial heart, drove congressional hearings in 2008. “In the ads, Dr. Jarvik appears to be giving medical advice, but apparently, he has never obtained a license to practice or prescribe medicine,” said former senator John Dingell (D-MI), then chairman of the House Committee on Energy and Commerce.91

Celebrity/Pharma links are not always disclosed. When actress Kathleen Turner shared her battle with rheumatoid arthritis on CNN in 2002, she didn’t share the names of the arthritis drug manufacturers who were funding her, says the Philadelphia Inquirer.92 And who knew that TV talk show host Meredith Vieira’s zeal against osteoporosis was augmented by the money that bone-drug maker Merck & Co. was giving her?93




THE BLACK HAND OF UNBRANDED MESSAGES

It’s happened to anyone who’s attended an open-mike session at an FDA advisory committee hearing. A queue of patients seems to materialize out of nowhere to testify, often in tears, about the need for crucial approval of a drug that the public has often not even heard of. Sometimes the drug has not been approved by the FDA at all, but often it has been approved but just not for the use the patients want, and so it’s available, but the cost is not reimbursable from insurance companies. “When insurers balk at reimbursing patients for new prescription medications, these groups typically swing into action, rallying sufferers to appear before public and consumer panels, contact lawmakers, and provide media outlets [with] a human face to attach to a cause,” writes Melissa Healy, then a reporter at the Los Angeles Times.94

Psychiatric groups like the Depression and Bipolar Support Alliance, which gets half its funding from Pharma and the National Alliance on Mental Illness (NAMI), which received $23 million in just two years from Pharma, are often the most vocal because of the huge cost of psychiatric medicines.95 “For years, the alliance [NAMI] has fought states’ legislative efforts to limit doctors’ freedom to prescribe drugs, no matter how expensive, to treat mental illness in patients who rely on government health care programs like Medicaid,” says the New York Times.96 “Some of these medicines routinely top the list of the most expensive drugs that states buy for their poorest patients.” But mental health groups have plenty of company. Of twenty-nine nonprofit patient-advocacy groups studied by New Scientist, most, including the American Heart Association and Colorectal Cancer Coalition, accepted funds from companies making drugs the patients use.97

And Pharma has another use for fake groups besides stumping for expensive drugs. It uses them as front groups for “disease awareness” campaigns that establish a condition or disorder as a looming public health problem. Socalled unbranded advertising seeks to convey the breadth and heartbreak of a hitherto unpromoted disease without mentioning any drug by name, like the Shift Work Sleep Disorder campaign. It is often disguised as a public service announcement (PSA), which radio and TV stations run for free, like “smoke detectors save lives” messages, in the interest of the “public good.”

One such PSA campaign, funded by the Depression and Bipolar Support Alliance, NAMI, and other groups, likens depression to cancer, heart disease, and “other life-threatening diseases,” because it kills, and then it compares the disease to diabetes because it doesn’t go away. “Nobody ever says, ‘it’s nothing serious, it’s just heart disease.’ So why do some say that about depression?” ask the free ads, which played on major radio stations in 2011.98

Thanks to unbranded advertising, almost anytime you hear that a disease is more serious than people think, or more widespread, you can start being suspicious. Whether it’s an “educational campaign” from one of Pharma’s advertising and public relations firms or a medical article or CME course by Pharma-paid doctors, the hallmarks of unbranded advertising are (1) the disease is “underdiagnosed,” “misdiagnosed,” and “underreported,” (2) there are “stigmas” and “barriers” that keep patients from treatment, and (3) there are “hidden costs” to society.

Joel M. Kremer, MD, then a consultant to Humira-maker Abbott, gave a good example of “hidden cost” spin when he defended the drug’s high price for treating rheumatoid arthritis to the New York Times.99 “Inadequately treated rheumatoid arthritis typically leads to multiple joint replacements, lost productivity, lost tax revenue and a greatly diminished quality of life, as well as an increased risk of life-threatening infections and cardiovascular disease,” he said. “You have to consider what it costs to fix a bridge against what it will cost when the bridge collapses.” He does not mention the cancers and lethal infections that could also be considered. Stephen Hanauer, MD, then another Abbott consultant, agrees that early Humira treatment reduces “overall costs” and enhances “patients’ quality of life” in a medical journal.100 Abbott gave Humira free to elderly patients in 2003 (“first taste, free”) while it lobbied Congress to get the drug covered by Medicare. Look at all the patients who crave this drug! The stunt worked, too.101 The Cochrane Collaboration, a notfor-profit international organization, says drugs like Humira are linked to “adverse events and TB reactivation” and need “long-term safety” studies.102

A multipage advertising supplement in the New York Times magazine reveals classic unbranded advertising from a Pharma public relations firm.103 First, the article, funded by “assorted advertisers,” trumpets that the percentage of adults with bipolar illness is “significantly higher than was previously estimated” and that “as many as 80 percent of individuals with bipolar disorder go undiagnosed—and untreated.” Then the supplement segues into the hidden financial toll. “The indirect costs of bipolar disorder were estimated to be $26 billion.” “A third of all spouses of patients with bipolar illness develop serious depression and anxiety themselves.”104 And when caretakers and patients don’t get prescription drug help, another groups suffers too: Pharma.

Sometimes Pharma conducts an awareness campaign in advance of a drug’s approval to build buzz. In 2010, Germany-based Boehringer Ingelheim Pharmaceuticals told the world about the major public health problem of female “hypoactive sexual desire disorder” (HSDD)—for which it happened to have a drug candidate under FDA consideration, flibanserin.105 Flibanserin, dubbed the Pink Viagra by the press, is an antidepressant-like drug, chemically closer to older antidepressants like Buspar and Serzone® than Prozac and Paxil. It was rolled out at the European Society for Sexual Medicine’s annual meeting in Lyon, France, in 2009 as an exciting new treatment for libido-impaired women. Volunteers reported the number of “satisfying sexual encounters” per month almost doubled.

In 2010, Boehringer-Ingelheim launched a “Sex Brain Body: Make the Connection” campaign to raise HSDD “awareness,” starring TV personality Lisa Rinna. Despite her sexy appearance, reported CBS News, the actress says “she suffered from sexual dysfunction and wants to help other women with the condition, which is widely accepted for men, but not for women.”106 “The new educational campaign will focus on female sexual health and highlight the role the brain is thought to play in desire.”

As hypoactive sexual desire disorder took off as a disease, the Discovery Channel launched a CME course for credit called Understanding Female Sexual Desire: The Brain-Body Connection.107 A web article blared, “If There is No Desire to Get Physically Romantic, You Could Be Suffering from HSDD,” with a racy boudoir photo. And ads on the inside cover of a major medical journal hyped the new public health problem of women’s lack of sexual desire without mentioning a specific drug treatment. Some gynecologists, sex researchers, and women welcomed the attention to female sexuality. Why should men have all the fun with drugs like Viagra? they asked. But others saw HSDD marketing as another way of pathologizing women when they didn’t comply with male ideals and expectations—no different from early Pharma ads recommending drugs for women who failed to be good mothers and wives.

“I have long had a problem with the tendency of the healthcare system, aided and abetted by the pharmaceutical industry, to diagnose as a problem a symptom or sign experienced by the majority of people,” wrote Ingrid Nygaard, MD, in an Obstetrics & Gynecology editorial, citing HSDD as one example.108 The escalating diagnoses might be driven by grants, stock shares, and providers’ need for income, she wrote.

There were safety questions about the Pink Viagra, too; clinical trials were marred with side effects like dizziness, nausea, fatigue, and somnolence.109 And there were dosing questions. Would women want to change their bodily chemistry every day for a few enchanted nights? Unlike Viagra, the Pink Viagra would have to be taken every day—and women had largely rejected a similar prospect when Sarafem® (Prozac) was recommended for the days they had premenstrual syndrome (PMS) symptoms, because it would have to be taken every day.

Despite HSDD’s audacious unbranded advertising and the billions of dollars a true Pink Viagra would earn Pharma, when it came to the drug’s approval, the FDA had a headache. Flibanserin was rejected for use in treating HSDD not because of safety concerns but because it was not effective, said the FDA. Still, Boehringer Ingelheim remained a believer. “We remain convinced of the positive benefit-risk ratio of flibanserin for women suffering with HSDD,” said Professor Andreas Barner, then professor with the board of managing directors at Boehringer Ingelheim.110

Before direct-to-consumer advertising, the healthcare system was devoted to preventing overtreatment and assuring patients they were probably okay. Who remembers “Take two aspirin and call me in the morning”? But whereas ads once told doctors that their patients had hidden “coexisting depression,” patients now tell their doctors they have hidden “coexisting depression” and come into the office clutching coupons and demanding prescriptions. DTC advertising works so well, it practically does the drug-sales reps’ jobs for them. The fact that the doctors have to be taught “refusal skills” shows the great pressure, even if doctors know the drug isn’t appropriate.

Of course, hypochondria is not new, but a national hypochondria of people self-diagnosing a disease and self-prescribing a drug treatment is. So are disease “clubs” that people can join, like Sally Field’s “My Boniva” and Nuvigil’s “Wake-Up Squad.” Does having a disease give people a feeling of identity, importance, or drama in their lives, like the little French girls in the children’s book Madeline who want their appendices removed like the heroine? Or is experimenting on yourself with prescription drugs just a new kind of “recreation”?

Either way, promoting diseases to sell more drugs is not innocent or harmless. Prescription drugs kill more people a year than traffic accidents—and that doesn’t count traffic accidents caused by prescription drugs.111 And while DTC advertising may look like a free lunch for TV, radio, magazines, websites, medical journals, ad agencies, public relations agencies, pharmacies, and benefits managers—it’s as “free” as the subprime mortgage. Both the ads and the drugs are ultimately paid for by taxpayers, through government entitlement programs and private insurance policy holders. The only free lunch is Pharma’s.










Chapter 2

FRAGILE

HANDLE WITH RISPERDAL … AND SEROQUEL AND ZYPREXA AND GEODON

In his book Psychiatryland, psychiatrist Phillip Sinaikin recounts reading a scientific article in which it was debated whether a three-year-old girl who ran out into traffic had oppositional-defiant disorder or bipolar disorder, the latter marked by “grandiose delusions” that she was special and cars could not harm her.1

How did the once modest medical specialty of child psychiatry become the aggressive “pediatric psychopharmacology” that finds ADHD, pediatric conduct disorder, depression, bipolar disorder, oppositional defiant disorder, mood disorders, obsessive-compulsive disorders, mixed manias, social phobia, anxiety, sleep disorders, borderline disorders, assorted “spectrum” disorders, irritability, aggression, pervasive development disorders, personality disorders, and even schizophrenia under every rock? And how did this branch of psychiatry come to find the answer to the “psychopathologies” in the name of the discipline itself: pediatric psychopharmacology? Just good marketing. Pharma is wooing the pediatric patient because that’s where the money is. Just like country-and-western songs about finding love where you can when there is no love to be found at home. Pharma has stopped finding “love” in the form of the new blockbuster drugs that catapulted it through the 1990s and 2000s. According to the Wall Street Journal, new drugs made Pharma only $4.3 billion in 2010 compared with $11.8 billion in 2005—a two-thirds drop.2

Doctors have a “growing fear of prescribing new drugs with unknown side effects,”3 explains the Journal, and the government is cracking down on illegal marketing. But also, private and government insurers are less willing to “cough up money for an expensive new drug—particularly when a cheap and reliable generic is available.4

It’s gotten so bad, AstraZeneca, whose controversial Seroquel® still makes $5.3 billion a year though it is no longer new, now conducts “payer excellence academies” to teach sales reps to sell insurers and state healthcare systems on its latest drugs.5 No wonder Pharma is finding “love” by prescribing drugs to the nation’s youngest (and oldest) patients, who are often behavior problems to their caregivers, who make few of their own drug decisions, and who are often on government health plans.

“Children are known to be compliant patients and that makes them a highly desirable market for drugs,” says former Pharma rep Gwen Olsen, author of Confessions of an Rx Drug Pusher.6 “Children are forced by school personnel to take their drugs, they are forced by their parents to take their drugs, and they are forced by their doctors to take their drugs. So, children are the ideal patient-type because they represent refilled prescription compliance and ‘longevity.’ In other words, they will be lifelong patients and repeat customers for Pharma.”

Just as it used to be said in obstetric circles, “Once a cesarean, always a cesarean,” it’s also true that “once a pediatric psychiatric patient, always a pediatric psychiatric patient.” Few, indeed, are kids who start out diagnosed and treated for ADHD, bipolar disorder, and other “psychopathologies” who end up on no drugs, psychologically fine, and ready to run for class president. Even if they outgrow their original diagnoses—a big “if” with a mental health history that follows them—the side effects from years of psychoactive drugs and their physical health on mental, social, and emotional development take their toll. Even children on allergy and asthma drugs, which are promoted for kids as young as age one, are now known to develop psychiatric side effects according to emerging research.7

Kids who start out with psychiatric diagnoses are often lifers; when they are expensive lifers on psychiatric drug “cocktails” that exceed $1,000 a month, they are usually shuttled into government programs. What private insurer will pay $323 for an atypical antipsychotic like Zyprexa®, Geodon®, or Risperdal®, when a “typical” antipsychotic costs only about $40 without a fight?8


Not all medical professionals agree with the slapdash cocktails. Panelists at the 2010 American Psychiatric Association (APA) meeting assailed Pharma for such “seat of the pants” drug combinations and called the industry nothing but a “marketing organization.”9 In a symposium about comparative drug effectiveness, a Canadian doctor castigated the FDA’s Jing Zhang, who had served then as a panelist at the symposium, for his agency’s approval of drugs for “competitive reasons” rather than for patient health or effectiveness.10 Research presented at the 2010 APA meeting also questioned the psychiatric cocktails. When twenty-four patients on combinations of Seroquel, Zyprexa, and other antipsychotics were reduced to only one drug, there was no worsening of symptoms or increased hospitalizations (except in one case), and patients’ waist circumferences and triglycerides improved (a large waist circumference and high levels of triglycerides [fat] in the blood heighten one’s risk of developing diabetes and cardiovascular diseases).11 The drug cocktails were not working and were making patients worse by creating new medical problems.

But pediatric psychopharmacology is a billion-dollar business that sustains Pharma, Pharma investors on Wall Street, doctors, researchers, medical centers, clinical research organizations, medical journals, Pharma’s PR and ghostwriting firms, pharmacy benefits managers, and the FDA itself—which judges its value on how many drugs it approves. The only losers are kids given a probable life sentence of expensive and dangerous drugs, the families of these children, and the taxpayers and insured persons who pay for the drugs.

The father of pediatric psychopharmacology, child psychiatrist Joseph Biederman, is often called Joseph “Risperdal” Biederman, because he is credited with ballooning the diagnosis of bipolar disorder in children by as much as fortyfold.12 In 2008, Biederman, a prolific author who has written five hundred scientific articles and seventy book chapters, was investigated by Congress for allegedly accepting Pharma money he didn’t disclose, and he agreed to suspend his industry-related activities.13 After a three-year investigation, Harvard, where Biederman worked, “threw the book” at him and two other professors: they were required to “refrain from all paid industry-sponsored outside activities for one year and comply with a two-year monitoring period afterward, during which they must obtain approval from the Medical School and Massachusetts General Hospital before engaging in any paid activities.” What a deterrent. They also face a “delay of consideration for promotion or advancement.”14

When it comes to grandiosity, Biederman seems a lot like the three-year-old who ran out in traffic. He not only served as the head of the Johnson & Johnson Center for the Study of Pediatric Psychopathology at Massachusetts General Hospital, whose stated goal was to “move forward the commercial goals of J. & J.”—the facility was his idea!15 According to court-obtained documents, Biederman approached J. & J. with the money-making scheme.16 Biederman also promised the drug maker that upcoming studies of its popular child antipsychotic Risperdal would “support the safety and effectiveness of risperidone [Risperdal] in this age group.”17

The Johnson & Johnson Center for the Study of Pediatric Psychopathology netted a cool $700,000 in one year of operation, according to published reports, but a spokesman for Harvard Medical School said Harvard isn’t involved with the Johnson & Johnson Center, even though the hospital where it operates, Massachusetts General, is a Harvard teaching hospital. “Harvard Medical School does not ‘own’ any of its teaching hospitals,” he told Bloomberg News. “While we are affiliated with them through academic appointments, all teaching hospitals are individually governed.”18

Many people are aware of such Pharma/academia arrangements, since the 1980 Bayh-Dole law allowed universities to operate as patent and profit mills for industries “commercializing and transferring” technology. Biederman received $14,000 from Eli Lilly the same year he got a grant from the National Institutes of Health (NIH) to study Lilly’s ADHD drug, Strattera®. Why does the government fund researchers already funded by Pharma? Not only do these researchers not need our tax dollars; working for Pharma is an overt conflict of interest that contaminates scientific results.

Another master at playing both the Pharma and government sides of the street is psychiatrist Charles Nemeroff, former head of psychiatry at Emory University and also investigated by Congress for unreported Pharma money. Nemeroff’s NIH grant was terminated after the probe, something that is rarely done with a government grant.19


According to the Chronicle of Higher Education, when Nemeroff was later under consideration to be the head of psychiatry at the University of Miami, the former director of the National Institute of Mental Health (part of the NIH), Thomas Insel, MD, assured the medical school dean that if Nemeroff were hired, NIH money would follow, his prior problems notwithstanding. What’s a little congressional investigation? The reason for the largesse, according to the Chronicle, was that Nemeroff had gotten Insel a job at Emory when Insel lost his NIH position in 1994. Nor does the cronyism and revolving door stop there. Nemeroff served on two NIH peer-review advisory panels that decide who else receives grant money, says the Chronicle, and Insel is personally involved with revising the National Institute of Mental Health’s “conflict of interest” rules.20

Insel is also known for advancing Pharma’s “SSRI deficiency/suicide hypothesis,” in which a decrease in antidepressant sales was—according to Pharma—resulting in suicides because people weren’t getting their drugs. “[The National Institute of Mental Health is] looking at whether the decrease in SSRI [antidepressant] utilization might be associated with an increase in suicidality rather than a drop in suicide, and my expectation is that we may see an increase,” Insel told Psychiatric News, lamenting “the focus on risk and a neglect of benefit.”21


ANTIPSYCHOTICS FOR EVERYONE

When the atypical antipsychotics Zyprexa, Geodon, Risperdal, Abilify®, and Seroquel, for use in stabilizing schizophrenia, came into being in the 1990s, they were like the credit default swaps and collateralized debt obligations of the pharmaceutical world. No one knew exactly how they worked, how long they would work, or what the final effects of their wide use would be (as with many withdrawn drugs, FDA gives approval on the basis of information from short-term trials). But they could make a lot of quick money easily compared with old-fashioned products; they had government’s backing, and everyone was doing it!

Drug reps especially swarmed state agencies with many mentally disabled patients, including children. For example, Texas’s Medicaid program spent $557,256 for two months of pediatric Geodon prescriptions in 2005, according to court documents, and Geodon was not even approved for children at the time.22 Eighty-five percent of the state’s Risperdal prescriptions were paid by the state government, court documents also show.23 And Florida’s Medicaid program spent $935,584 for one year of Geodon.24 One hundred and eighteen prescriptions for Geodon were written in one day, according to the Tacoma News Tribune, at Western State mental hospital in Washington State. Asked why Pfizer reps made almost two hundred visits to the facility in four years, then Pfizer spokesman Bryant Haskins told the Tribune, “That’s where our customers are.”25

Mental institution psychiatrists were not the only ones targeted. United States Department of Veterans Affairs psychiatrists said in a survey that they were contacted an average of fourteen times per year by Pharma reps and were invited to attend company-continuing medical education seminars.26 And court documents unsealed in South Carolina in 2009 show that Eli Lilly sales reps even used golf bets to push their atypical antipsychotic Zyprexa; one doctor agreed to start new patients on Zyprexa “for each time a sales representative parred.”27

But as state outlays for atypical antipsychotics grew twelvefold between 2000 and 2007, some states and whistle-blowers began bringing Pharma to court. In 2007, Bristol-Myers Squibb settled a federal suit for $515 million, brought by whistle-blowers in Massachusetts and Florida, which charged that the company marketed the antipsychotic Abilify for unapproved uses in children and the elderly, bilking taxpayers in the process.28 And the next year, Alaska won a precedent-setting $15 million settlement from Eli Lilly in a suit to recoup medical costs generated by Medicaid patients who developed diabetes while taking Zyprexa. Atypical antipsychotics are known to cause weight gain and glycemic changes that can lead to diabetes.29 Soon Idaho, Washington, Montana, Connecticut, California, Louisiana, Mississippi, New Mexico, New Hampshire, Pennsylvania, South Carolina, Utah, West Virginia, Arkansas, and Texas took Pharma to court for the atypical “prescribathon,” which hit the poor, the mentally ill, children, and the elderly the hardest.30


Of course, as with credit default swaps and collateralized debt obligations (or the cases of Bernie Madoff or BP’s Deepwater Horizon or Enron), there were voices of dissent about the atypical revolution if people chose to listen. A National Institute of Mental Health study of children ages eight to nineteen with psychotic symptoms found Risperdal and Zyprexa were no more effective than the older antipsychotic Moban, but it caused such obesity that a safety panel ordered the children off the drugs.31 In just eight weeks, children gained an average of thirteen pounds on Zyprexa, nine pounds on Risperdal, and less than one pound on Moban.

“Kids at school were making fun of me,” said study participant Brandon Constantineau, who put on thirty-five pounds on Risperdal.32

Other studies, like one on Risperdal in the British medical journal Lancet and one on Zyprexa, Seroquel, and Risperdal in Alzheimer’s patients reported in the New England Journal of Medicine, also found that atypicals work no better than placebos.33 One study in the British Medical Journal found that Seroquel not only did not relieve agitation in Alzheimer’s patients, but that it “was [also] associated with significantly greater cognitive decline” than placebos.34 Yes, atypical antipsychotics made patients worse.

“The problem with these drugs [is] that we know that they are being used extensively off-label in nursing homes to sedate elderly patients with dementia and other types of disorders,” testified then FDA drug reviewer David Graham, MD, during a congressional













MOLECULES THAT KEEP ON GIVING
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HELP! MY ONE-YEAR-OLD HAS GERD!
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OPEN HEARINGS; CLOSED MINDS



	whether Seroquel should be approved for, in the FDA’s language, “acute treatment of schizophrenia in adolescents 13 to 17” and “acute treatment of bipolar mania in children 10 to 12 and adolescents 13 to 17,”

	whether Geodon should be approved for the “acute treatment of manic or mixed episodes associated with bipolar disorder, with or without psychotic features, in children and adolescents ages 10 to 17,” and

	whether Zyprexa should be approved for the “acute treatment of manic or mixed episodes associated with bipolar I disorder and acute treatment of schizophrenia in adolescents.”88
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