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Introduction: Drugs Are Different
EVERY DAY AMERICANS ARE SUBJECTED to a barrage of advertising by the pharmaceutical industry. Mixed in with the pitches for a particular drug—usually featuring beautiful people enjoying themselves in the great outdoors—is a more general message. Boiled down to its essentials, it is this: “Yes, prescription drugs are expensive, but that shows how valuable they are. Besides, our research and development costs are enormous, and we need to cover them somehow. As ‘research-based’ companies, we turn out a steady stream of innovative medicines that lengthen life, enhance its quality, and avert more expensive medical care. You are the beneficiaries of this ongoing achievement of the American free enterprise system, so be grateful, quit whining, and pay up.” More prosaically, what the industry is saying is that you get what you pay for.
Your Money or Your Life
Is any of this true? Well, the first part certainly is. Prescription drug costs are indeed high—and rising fast. Americans now spend a staggering $200 billion a year on prescription drugs, and that figure is growing at about 12 percent a year (down from a high of 18 percent in 1999). 1 Drugs are the fastest-growing part of the health care bill—which itself is rising at an alarming rate. The increase in drug spending reflects, in almost equal parts, the facts that people are taking a lot more drugs than they used to, that those drugs are more likely to be expensive new ones instead of older, cheaper ones, and that the prices of the most heavily prescribed drugs are routinely jacked up, sometimes several times a year.
Before its patent ran out, for example, the price of Schering-Plough’s top-selling allergy pill, Claritin, was raised thirteen times over five years, for a cumulative increase of more than 50 percent—over four times the rate of general inflation. 2 As a spokeswoman for one company explained, “Price increases are not uncommon in the industry and this allows us to be able to invest in R & D.” 3 In 2002, the average price of the fifty drugs most used by senior citizens was nearly $1500 for a year’s supply. (Pricing varies greatly, but this refers to what the companies call the average wholesale price, which is usually pretty close to what an individual without insurance pays at the pharmacy.) 4
Paying for prescription drugs is no longer a problem just for poor people. As the economy continues to struggle, health insurance is shrinking. Employers are requiring workers to pay more of the costs themselves, and many businesses are dropping health benefits altogether. Since prescription drug costs are rising so fast, payers are particularly eager to get out from under them by shifting costs to individuals. The result is that more people have to pay a greater fraction of their drug bills out of pocket. And that packs a wallop.
Many of them simply can’t do it. They trade off drugs against home heating or food. Some people try to string out their drugs by taking them less often than prescribed, or sharing them with a spouse. Others, too embarrassed to admit that they can’t afford to pay for drugs, leave their doctors’ offices with prescriptions in hand but don’t have them filled. Not only do these patients go without needed treatment but their doctors sometimes wrongly conclude that the drugs they prescribed didn’t work and prescribe yet others—thus compounding the problem.
The people hurting most are senior citizens. When Medicare was enacted in 1965, people took far fewer prescription drugs and they were cheap. For that reason, no one thought it necessary to include an outpatient prescription drug benefit in the program. In those days, senior citizens could generally afford to buy whatever drugs they needed out of pocket. Approximately half to two-thirds of seniors have supplementary insurance that partly covers prescription drugs, but that percentage is dropping as employers and insurers decide it is a losing proposition for them. At the end of 2003, Congress passed a Medicare reform bill that included a prescription drug benefit scheduled to begin in 2006, but as we will see later, its benefits are inadequate to begin with and will quickly be overtaken by rising prices and administrative costs.
For obvious reasons, senior citizens tend to need more prescription drugs than younger people—mainly for chronic conditions like arthritis, diabetes, high blood pressure, and elevated cholesterol. In 2001, nearly one in four seniors reported skipping doses or leaving prescriptions unfilled because of the cost. 5 (That fraction is almost certainly higher now.) Sadly, the frailest are the least likely to have supplementary insurance. At an average cost of $1500 a year for each drug, someone without supplementary insurance who takes six different prescription drugs—and this is not rare—would have to spend $9000 out of pocket. Not many frail seniors have such deep pockets.
Furthermore, in one of the more perverse of the pharmaceutical industry’s practices, prices are much higher for precisely the people who most need the drugs and can least afford them. The industry charges Medicare recipients without supplementary insurance much more than it does favored customers, such as large HMOs or the Veterans Affairs (VA) system. Because the latter buy in bulk, they can bargain for steep discounts or rebates. People without insurance have no bargaining power, and so they pay the highest prices.
In the past two years, we have started to see, for the first time, the beginnings of public resistance to rapacious pricing and other dubious practices of the pharmaceutical industry. It is mainly because of this resistance that drug companies are now blanketing us with public relations messages. And the magic words, repeated over and over like an incantation, are research, innovation, and American. Research. Innovation. American. It makes a great story.
Rhetoric Versus Reality
But while the rhetoric is stirring, it has very little to do with reality. First, research and development (R & D) is a relatively small part of the budgets of the big drug companies—dwarfed by their vast expenditures for marketing and administration, and smaller even than profits. In fact, year after year, for over two decades, this industry has been far and away the most profitable in the United States. (In 2003, for the first time, the industry lost its first-place position, coming in third, behind “mining, crude-oil production” and “commercial banks.”) The prices drug companies charge have little relationship to the costs of making the drugs and could be cut dramatically without coming anywhere close to threatening R & D.
Second, the pharmaceutical industry is not especially innovative. As hard as it is to believe, only a handful of truly important drugs have been brought to market in recent years, and they were mostly based on taxpayer-funded research at academic institutions, small biotechnology companies, or the National Institutes of Health (NIH). The great majority of “new” drugs are not new at all but merely variations of older drugs already on the market. These are called “me-too” drugs. The idea is to grab a share of an established, lucrative market by producing something very similar to a top-selling drug. For instance, we now have six statins (Mevacor, Lipitor, Zocor, Pravachol, Lescol, and the newest, Crestor) on the market to lower cholesterol, all variants of the first. As Dr. Sharon Levine, associate executive director of the Kaiser Permanente Medical Group, put it, “If I’m a manufacturer and I can change one molecule and get another twenty years of patent rights, and convince physicians to prescribe and consumers to demand the next form of Prilosec, or weekly Prozac instead of daily Prozac, just as my patent expires, then why would I be spending money on a lot less certain endeavor, which is looking for brand-new drugs?” 6
Third, the industry is hardly a model of American free enterprise. To be sure, it is free to decide which drugs to develop (me-too drugs instead of innovative ones, for instance), and it is free to price them as high as the traffic will bear, but it is utterly dependent on government-granted monopolies—in the form of patents and Food and Drug Administration (FDA)–approved exclusive marketing rights. If it is not particularly innovative in discovering new drugs, it is highly innovative—and aggressive—in dreaming up ways to extend its monopoly rights.
And there is nothing peculiarly American about this industry. It is the very essence of a global enterprise. Roughly half of the largest drug companies are based in Europe. (The exact count shifts because of mergers.) In 2002, the top ten were the American companies Pfizer, Merck, Johnson & Johnson, Bristol-Myers Squibb, and Wyeth (formerly American Home Products); the British companies GlaxoSmithKline and AstraZeneca; the Swiss companies Novartis and Roche; and the French company Aventis. 7 (In 2004, Aventis merged with another French company, Sanofi-Synthelabo, which catapulted it to third place.) All are much alike in their operations. All price their drugs much higher here than in other markets. Since the United States is the major profit center, it is simply good public relations for drug companies to pass themselves off as American, whether they are or not. It is true, however, that some of the European companies are now locating their R & D operations in the United States. They claim it is because we don’t regulate prices, as does much of the rest of the world. But more likely it is because they want to feed on the unparalleled research output of American universities and the NIH. In other words, it’s not private enterprise that draws them here but the very opposite—our publicly sponsored research enterprise.
Getting It Straight
This book will expose the real pharmaceutical industry—an industry that over the past two decades has moved very far from its original high purpose of discovering and producing useful new drugs. Now primarily a marketing machine to sell drugs of dubious benefit, this industry uses its wealth and power to co-opt every institution that might stand in its way, including the U.S. Congress, the Food and Drug Administration, academic medical centers, and the medical profession itself. (Most of its marketing efforts are focused on influencing doctors, since they must write the prescriptions.)
I witnessed firsthand the influence of the industry on medical research during my two decades at The New England Journal of Medicine. The staple of the journal is research about causes of and treatments for disease. Increasingly, this work is sponsored by drug companies. I saw companies begin to exercise a level of control over the way research is done that was unheard of when I first came to the journal, and the aim was clearly to load the dice to make sure their drugs looked good. As an example, companies would require researchers to compare a new drug with a placebo (sugar pill) instead of with an older drug. That way, the new drug would look good even though it might actually be worse than the older one. There are other ways to bias research, and not all of them can be spotted, even by experts. Obviously, we rejected such papers when we recognized them, but often they would turn up in other journals. Sometimes companies don’t allow researchers to publish their results at all if they are unfavorable to the companies’ drugs. As I saw industry influence grow, I became increasingly troubled by the possibility that much published research is seriously flawed, leading doctors to believe new drugs are generally more effective and safer than they actually are.
There are now signs that the industry is in deep trouble, mainly because it has so few innovative drugs in its pipeline. In addition, the public is growing increasingly skeptical about its high-flown claims, and purchasers of drugs are beginning to complain loudly about the intolerable prices. Profits, while still enormous, are starting to fall off, and stock prices for some of the largest companies are dropping. But instead of investing more in innovative drugs and moderating prices, drug companies are pouring money into marketing, legal maneuvers to extend patent rights, and government lobbying to prevent any form of price regulation.
If prescription drugs were like ordinary consumer goods, all this might not matter very much. But drugs are different. People depend on them for their health and even their lives. In the words of Senator Debbie Stabenow (D-Mich.), “It’s not like buying a car or tennis shoes or peanut butter.” 8 People need to know that there are some checks and balances on this industry, so that its quest for profits doesn’t push every other consideration aside. In Chapter 13, I will suggest ways the system could be reformed to ensure that we have access to good drugs at reasonable prices and that the reality of this industry is finally brought into line with its rhetoric.
Reform will have to extend beyond the industry to the agencies and institutions it has co-opted, including the FDA and the medical profession and its institutions. This sort of thoroughgoing change will take government action, which in turn will require strong public pressure. It will be tough. Drug companies have the largest lobby in Washington, and they give copiously to political campaigns. Legislators are now so beholden to the pharmaceutical industry that it will be exceedingly difficult to break its lock on them.
But the one thing legislators need more than campaign contributions is votes. That is why you should know what’s really going on—and why I have written this book. Contrary to the industry’s public relations, you don’t get what you pay for. The fact is that this industry is taking us for a ride, and there will be no real reform without an aroused and determined public to make it happen.
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WHAT’S TRUE OF THE EIGHT-HUNDRED-pound gorilla is true of the colossus that is the pharmaceutical industry. It is used to doing pretty much what it wants to do. The watershed year was 1980. Before then, it was a good business, but afterward, it was a stupendous one. From 1960 to 1980, prescription drug sales were fairly static as a percent of U.S. gross domestic product, but from 1980 to 2000, they tripled. They now stand at more than $200 billion a year. 1 Furthermore, since the early 1980s, this industry has consistently ranked as the most profitable in the United States—by a long shot. 2 (Only in 2003 did it fall from that position to rank third among the forty-seven industries listed in the Fortune 500.) Of the many events that contributed to their sudden great and good fortune, none had to do with the quality of the drugs the companies were selling.
In this chapter I’ll give you an overview of the pharmaceutical industry—its meteoric rise and the recent, early signs of either a coming fall or an overhaul. I will not go into much detail here, I’ll leave that to later chapters. What I want to do now is provide a quick look at what’s under this rock when it’s lifted. It’s not a pretty sight.
Before I begin, a few words about the facts and figures I will use throughout the book. In most cases, I use data from the year 2001, because it is the most recent year for which information is reasonably complete for all the aspects of the industry I will consider. If I stick with one year, it will make it easier to see the whole picture. But for some important facts, I will use figures from 2002 and, whenever possible, 2003. In all cases, I will make it clear what year I am talking about. 3
I also need to explain what I mean when I say this is a $200 billion industry. According to government sources, that is roughly how much Americans spent on prescription drugs in 2002. That figure refers to direct consumer purchases at drugstores and mail order pharmacies (whether paid for out of pocket or not), and it includes the nearly 25 percent markup for wholesalers, pharmacists, and other middlemen and retailers. But it does not include the large amounts spent for drugs administered in hospitals, nursing homes, or doctors’ offices (as is the case for many cancer drugs). In most analyses, they are allocated to costs for those facilities.
Drug company revenues (or sales) are a little different, at least as they are reported in summaries of corporate annual reports. They usually refer to a company’s worldwide sales, including those to health facilities. But they do not include the revenues of middlemen and retailers.
Perhaps the most quoted source of statistics on the pharmaceutical industry, IMS Health, estimated total worldwide sales for prescription drugs to be about $400 billion in 2002. About half were in the United States. So the $200 billion colossus is really a $400 billion megacolossus, but my focus in this book will be mainly on how the drug companies operate in the United States.
You should understand, however, that it is virtually impossible to be precise about most of these figures. Before drugs reach consumers, they pass through many hands and are paid for in exceedingly complicated, often hidden, ways. It is easy to compare apples and oranges without knowing it. You need to ask, for example, whether a number refers just to prescription drugs or includes over-the-counter drugs and other consumer products made by drug companies; whether it includes revenues for middlemen and retailers or not; whether it refers just to outpatient consumer purchases or also to health facility purchases; and whether it includes mail order purchases.
Let the Good Times Roll
The election of Ronald Reagan in 1980 was perhaps the most fundamental element in the rapid rise of big pharma—the collective name for the largest drug companies. With the Reagan administration came a strong pro-business shift not only in government policies but in society at large. And with the shift, the public attitude toward great wealth changed. Before then, there was something faintly disreputable about really big fortunes. You could choose to do well or you could choose to do good, but most people who had any choice in the matter thought it difficult to do both. That belief was particularly strong among scientists and other intellectuals. They could choose to live a comfortable but not luxurious life in academia, hoping to do exciting cutting-edge research, or they could “sell out” to industry and do less important but more remunerative work. Starting in the Reagan years and continuing through the 1990s, Americans changed their tune. It became not only reputable to be wealthy, but something close to virtuous. There were “winners” and there were “losers,” and the winners were rich and deserved to be. The gap between the rich and poor, which had been narrowing since World War II, suddenly began to widen again, until today it is a yawning chasm.
The pharmaceutical industry and its CEOs quickly joined the ranks of the winners as a result of a number of business-friendly government actions. I won’t enumerate all of them, but two are especially important. Beginning in 1980, Congress enacted a series of laws designed to speed the translation of tax-supported basic research into useful new products—a process sometimes referred to as “technology transfer.” The goal was also to improve the position of American-owned high-tech businesses in world markets. The most important of these laws is known as the Bayh-Dole Act, after its chief sponsors, Senator Birch Bayh (D-Ind.) and Senator Robert Dole (R-Kans.). Bayh-Dole enabled universities and small businesses to patent discoveries emanating from research sponsored by the National Institutes of Health (NIH), the major distributor of tax dollars for medical research, and then to grant exclusive licenses to drug companies. Until then, taxpayer-financed discoveries were in the public domain, available to any company that wanted to use them. But now universities, where most NIH-sponsored work is carried out, can patent and license their discoveries, and charge royalties. Similar legislation permitted the NIH itself to enter into deals with drug companies that would directly transfer NIH discoveries to industry.
Bayh-Dole gave a tremendous boost to the nascent biotechnology industry, as well as to big pharma. Small biotech companies, many of them founded by university researchers to exploit their discoveries, proliferated rapidly. They now ring the major academic research institutions and often carry out the initial phases of drug development, hoping for lucrative deals with big drug companies that can market the new drugs. Usually both academic researchers and their institutions own equity in the biotechnology companies they are involved with. Thus, when a patent held by a university or a small biotech company is eventually licensed to a big drug company, all parties cash in on the public investment in research.
These laws mean that drug companies no longer have to rely on their own research for new drugs, and few of the large ones do. Increasingly, they rely on academia, small biotech start-up companies, and the NIH for that. 4 At least a third of drugs marketed by the major drug companies are now licensed from universities or small biotech companies, and these tend to be the most innovative ones. 5 While Bayh-Dole was clearly a bonanza for big pharma and the biotech industry, whether it is a net benefit to the public is arguable (I’ll come back to that).
The Reagan years and Bayh-Dole also transformed the ethos of medical schools and teaching hospitals. These nonprofit institutions started to see themselves as “partners” of industry, and they became just as enthusiastic as any entrepreneur about the opportunities to parlay their discoveries into financial gain. Faculty researchers were encouraged to obtain patents on their work (which were assigned to their universities), and they shared in the royalties. Many medical schools and teaching hospitals set up “technology transfer” offices to help in this activity and capitalize on faculty discoveries. As the entrepreneurial spirit grew during the 1990s, medical school faculty entered into other lucrative financial arrangements with drug companies, as did their parent institutions. One of the results has been a growing pro-industry bias in medical research—exactly where such bias doesn’t belong. Faculty members who had earlier contented themselves with what was once referred to as a “threadbare but genteel” lifestyle began to ask themselves, in the words of my grandmother, “If you’re so smart, why aren’t you rich?” Medical schools and teaching hospitals, for their part, put more resources into searching for commercial opportunities.
Starting in 1984, with legislation known as the Hatch-Waxman Act, Congress passed another series of laws that were just as big a bonanza for the pharmaceutical industry. These laws extended monopoly rights for brand-name drugs. Exclusivity is the lifeblood of the industry because it means that no other company may sell the same drug for a set period. After exclusive marketing rights expire, copies (called generic drugs) enter the market, and the price usually falls to as little as 20 percent of what it was. 6 There are two forms of monopoly rights—patents granted by the U.S. Patent and Trademark Office (USPTO) and exclusivity granted by the Food and Drug Administration (FDA). While related, they operate somewhat independently, almost as backups for each other. Hatch-Waxman, named for Senator Orrin Hatch (R-Utah) and Representative Henry Waxman (D-Calif.), was meant mainly to stimulate the foundering generic industry by short-circuiting some of the FDA requirements for bringing generic drugs to market. While successful in doing that, Hatch-Waxman also lengthened the patent life for brand-name drugs. Since then, industry lawyers have manipulated some of its provisions to extend patents far longer than the lawmakers intended.
In the 1990s, Congress enacted other laws that further increased the patent life of brand-name drugs. Drug companies now employ small armies of lawyers to milk these laws for all they’re worth—and they’re worth a lot. The result is that the effective patent life of brand-name drugs increased from about eight years in 1980 to about fourteen years in 2000. 7 For a blockbuster—usually defined as a drug with sales of over a billion dollars a year (like Lipitor or Celebrex or Zoloft)—those six years of additional exclusivity are golden. They can add billions of dollars to sales—enough to buy a lot of lawyers and have plenty of change left over. No wonder big pharma will do almost anything to protect exclusive marketing rights, despite the fact that doing so flies in the face of all its rhetoric about the free market.
Riding High
As their profits skyrocketed during the 1980s and 1990s, so did the political clout of drug companies. By 1990, the industry had assumed its present contours as a business with unprecedented control over its own fortunes. For example, if it didn’t like something about the FDA, the federal agency that is supposed to regulate the industry, it could change it through direct pressure or through its friends in Congress. The top ten drug companies (which included European companies) had profits of nearly 25 percent of sales in 1990, and except for a dip at the time of President Bill Clinton’s health care reform proposal, profits as a percentage of sales remained about the same for the next decade. (Of course, in absolute terms, as sales mounted, so did profits.) In 2001, the ten American drug companies in the Fortune 500 list (not quite the same as the top ten worldwide, but their profit margins are much the same) ranked far above all other American industries in average net return, whether as a percentage of sales (18.5 percent), of assets (16.3 percent), or of shareholders’ equity (33.2 percent). These are astonishing margins. For comparison, the median net return for all other industries in the Fortune 500 was only 3.3 percent of sales. Commercial banking, itself no slouch as an aggressive industry with many friends in high places, was a distant second, at 13.5 percent of sales. 8
In 2002, as the economic downturn continued, big pharma showed only a slight drop in profits—from 18.5 to 17.0 percent of sales. The most startling fact about 2002 is that the combined profits for the ten drug companies in the Fortune 500 ($35.9 billion) were more than the profits for all the other 490 businesses put together ($33.7 billion). 9 In 2003, profits of the Fortune 500 drug companies dropped to 14.3 percent of sales, still well above the median for all industries of 4.6 percent for the year. When I say this is a profitable industry, I mean really profitable. It is difficult to conceive of how awash in money big pharma is.
Drug industry expenditures for research and development, while large, were consistently far less than profits. For the top ten companies, they amounted to only 11 percent of sales in 1990, rising slightly to 14 percent in 2000. The biggest single item in the budget is neither R & D nor even profits but something usually called “marketing and administration”—a name that varies slightly from company to company. In 1990, a staggering 36 percent of sales revenues went into this category, and that proportion remained about the same for over a decade. 10 Note that this is two and a half times the expenditures for R & D.
These figures are drawn from the industry’s own annual reports to the Securities and Exchange Commission (SEC) and to stockholders, but what actually goes into these categories is not at all clear, because drug companies hold that information very close to their chests. It is likely, for instance, that R & D includes many activities most people would consider marketing, but no one can know for sure. For its part, “marketing and administration” is a gigantic black box that probably includes what the industry calls “education,” as well as advertising and promotion, legal costs, and executive salaries—which are whopping. According to a report by the nonprofit group Families USA, the former chairman and CEO of Bristol-Myers Squibb, Charles A. Heimbold, Jr., made $74,890,918 in 2001, not counting his $76,095,611 worth of unexercised stock options. The chairman of Wyeth made $40,521,011, exclusive of his $40,629,459 in stock options. And so on. This is an industry that amply rewards its own. 11
In recent years, the top ten companies have included five European giants—GlaxoSmithKline, AstraZeneca, Novartis, Roche, and Aventis. Their profit margins are similar to those of their American counterparts, and so are their expenditures for R & D and marketing and administration. Furthermore, they are members of the industry’s trade association, the misleadingly named Pharmaceutical Research and Manufacturers of America (PHRMA). Recently I heard Daniel Vasella, the chairman and CEO of Novartis, speak at a conference. He was clearly pleased with the American commercial and research climate. “Free pricing and fast approval secure rapid access to innovation without rationing,” he said, sounding like the most red-blooded of Americans, despite his charming Swiss accent. 12 His company is now moving its research operations to a site near the Massachusetts Institute of Technology (MIT), a hotbed of basic research surrounded by biotechnology companies. I suspect the move has nothing to do with “free pricing and fast approval” at all, and everything to do with the opportunity to profit from U.S. taxpayer-funded research under the terms of Bayh-Dole, and from the proximity of U.S. medical scientists who do the research.
Trouble
If 1980 was a watershed year for the pharmaceutical industry, 2000 may very well turn out to have been another one—the year things began to go wrong. As the booming economy of the late 1990s turned sour, many successful businesses found themselves in trouble. And as tax revenues dropped, state governments also found themselves in trouble. In one respect, the pharmaceutical industry is well protected against the downturn, since it has so much wealth and power. But in another respect, it is peculiarly vulnerable, since it depends on employer-sponsored insurance and state-run Medicaid programs for much of its revenues. When employers and states are in trouble, so is big pharma.
And sure enough, in just the past couple of years, employers and the private health insurers with whom they contract have started to push back against drug costs. Most big managed care plans now bargain for steep price discounts. Most have also instituted three-tiered coverage for prescription drugs—full coverage for generic drugs, partial coverage for useful brand-name drugs, and no coverage for expensive drugs that offer no added benefit over cheaper ones. These lists of preferred drugs are called formularies, and they are an increasingly important method for containing drug costs. Big pharma is feeling the effects of these measures, although not surprisingly, it has become adept at gaming the system—mainly by inducing (I’ll discuss how later) doctors or health plans to put expensive, brand-name drugs on formularies.
State governments, too, are looking for ways to cut their drug costs. Some state legislatures are crafting measures that would permit them to regulate prescription drug prices for state employees, Medicaid recipients, and the uninsured. Like managed care plans, they are creating formularies of preferred drugs. The industry is fighting these efforts tooth and nail—mainly with its legions of lobbyists and lawyers. It fought the state of Maine all the way to the U.S. Supreme Court, which in 2003 upheld Maine’s right to bargain with drug companies for lower prices, while leaving open the details. But that war has just begun, and it promises to go on for years and get very ugly.
Recently the public has shown signs of being fed up. The fact that Americans pay much more for prescription drugs than Europeans and Canadians is now widely known. An estimated 1 to 2 million Americans buy their medicines from Canadian drugstores over the Internet, despite the fact that in 1987, in response to heavy industry lobbying, a compliant Congress had made it illegal for anyone other than manufacturers to import prescription drugs from other countries. 13 In addition, there is a brisk traffic in bus trips for people in border states to travel to Canada or Mexico to buy prescription drugs. Most of those on the buses are senior citizens, who not only pay more for drugs than people in neighboring countries but also pay more than younger neighbors in their own hometowns. The resentment among senior citizens is palpable, and they constitute a powerful voter bloc—a fact not lost on Congress or state legislatures.
The industry faces other, less well-known problems. It happens that, by chance, some of the top-selling drugs—with combined sales of around $35 billion a year—are scheduled to go off patent within a few years of one another. 14 This drop over the cliff began in 2001, with the expiration of Eli Lilly’s patent on its blockbuster antidepressant Prozac. In the same year, AstraZeneca lost its patent on Prilosec, the original “purple pill” for heartburn, which at its peak brought in a stunning $6 billion a year. Bristol-Myers Squibb lost its bestselling diabetes drug, Glucophage. The unusual cluster of expirations will continue for another couple of years. While it represents a huge loss to the industry as a whole, for some companies it’s a disaster. Schering-Plough’s blockbuster allergy drug, Claritin, brought in fully a third of that company’s revenues before its patent expired in 2002. 15 Claritin is now sold over the counter for far less than its prescription price. So far, the company has been unable to make up for the loss by trying to switch Claritin users to Clarinex—a drug that is virtually identical but has the advantage of still being on patent.
Even worse is the fact that there are very few drugs in the pipeline ready to take the place of blockbusters going off patent. In fact, that is the biggest problem facing the industry today, and its darkest secret. All the public relations about innovation is meant to obscure precisely this fact. The stream of new drugs has slowed to a trickle, and few of them are innovative in any sense of that word. Instead, the great majority are variations of oldies but goodies—“me-too” drugs. Companies are merging to combine their pipelines or comarketing the same drug while scrambling to find drugs to license from the government, universities, and biotechnology companies. But these sources are themselves experiencing difficulties in coming up with new drugs.
Of the seventy-eight drugs approved by the FDA in 2002, only seventeen contained new active ingredients, and only seven of these were classified by the FDA as improvements over older drugs. The other seventy-one drugs approved that year were variations of old drugs or deemed no better than drugs already on the market. In other words, they were me-too drugs. Seven of seventy-eight is not much of a yield. Furthermore, of those seven, not one came from a major U.S. drug company. 16
Losing Support
For the first time, this gigantic industry is finding itself in serious difficulty. It is facing, as one industry spokesman put it, “a perfect storm.” To be sure, profits are still beyond anything most other industries could hope for, but they have recently fallen, and for some companies they fell a lot. And that is what matters to investors. Wall Street doesn’t care how high profits are today, only how high they will be tomorrow. For some companies, stock prices have plummeted. Nevertheless, the industry keeps promising a bright new day. It bases its reassurances on the notion that the mapping of the human genome and the accompanying burst in genetic research will yield a cornucopia of important new drugs. Left unsaid is the fact that big pharma is depending on government, universities, and small biotech companies for that innovation. But the predictions are beginning to sound a lot like Waiting for Godot, Samuel Beckett’s grim play about two men waiting and waiting for something, and telling each other that whatever it is will come any minute. While there is no doubt that genetic discoveries will lead to treatments, the fact remains that it will probably be years before the basic research pays off with new drugs. In the meantime, the once-solid foundations of the big pharma colossus are shaking.
The hints of trouble and the public’s growing resentment over high prices are producing the first cracks in the industry’s formerly firm support in Washington. In 2000, Congress passed legislation that would have closed some of the loopholes in Hatch-Waxman and also permitted American pharmacies, as well as individuals, to import drugs from certain countries where prices are lower. In particular, they could buy back FDA-approved drugs from Canada that had been exported there. It sounds silly to “reimport” drugs that are marketed in the United States, but even with the added transaction costs, doing so is cheaper than buying them here. But the bill required the secretary of Health and Human Services to certify that the practice would not pose any “added risk” to the public, and secretaries in both the Clinton and Bush administrations, under pressure from the industry, refused to do that. In 2003, the House approved a bill that contained no such provision, and even many conservative Republicans backed it. Representative Dan Burton (R-Ind.), pointing out that his wife’s breast cancer drug costs $360 a month in this country and only $60 in Germany, told The New York Times, “Every woman in America ought to be angry as hell at the pharmaceutical industry, and you can quote me on that.” 17 But the bill didn’t make it through the Senate.
The industry is also being hit with a tidal wave of government investigations and civil and criminal lawsuits. The litany of charges includes illegally overcharging Medicaid and Medicare, paying kickbacks to doctors, engaging in anticompetitive practices, colluding with generic companies to keep generic drugs off the market, illegally promoting drugs for unapproved uses, engaging in misleading direct-to-consumer advertising, and, of course, covering up evidence. Some of the settlements have been huge. TAP Pharmaceuticals, for instance, paid $875 million to settle civil and criminal charges of Medicaid and Medicare fraud in the marketing of its prostate cancer drug, Lupron. 18 As of this writing, litigation in this case continues. All of these efforts could be summed up as increasingly desperate marketing and patent games, activities that always skirted the edge of legality but now are sometimes well on the other side.
How is the pharmaceutical industry responding to its difficulties? One could hope drug companies would decide to pull up their socks—trim their prices, or at least make them more equitable, and put more of their money into trying to discover genuinely innovative drugs, instead of just talking about it. But that is not what is happening. Instead, drug companies are doing more of what got them into this situation. They are marketing their me-too drugs even more relentlessly. They are pushing even harder to extend their monopolies on top-selling drugs. And they are pouring more money into lobbying and political campaigns. As for innovation, they are still waiting for Godot and hoping desperately he will come.
The news is not all bad for the industry. The Medicare prescription drug benefit enacted in 2003, and scheduled to go into effect in 2006, promises a windfall for big pharma since it prohibits the government from negotiating prices. The immediate jump in pharmaceutical stock prices after the bill passed indicated that the industry and investors were well aware of the windfall. But at best, this legislation will be only a temporary boost for the industry. As costs rise, Congress will have to reconsider its industry-friendly decision to allow drug companies to set their own prices, no questions asked. More about that later.
This is an industry that in some ways is like the Wizard of Oz—still full of bluster but now being exposed as something far different from its image. Instead of being an engine of innovation, it is a vast marketing machine. Instead of being a free market success story, it lives off government-funded research and monopoly rights. Yet this industry occupies an essential role in the American health care system, and it performs a valuable function, if not in discovering important new drugs at least in developing them and bringing them to market. But big pharma is extravagantly rewarded for these relatively modest contributions. We get nowhere near our money’s worth. The United States can no longer afford the pharmaceutical industry in its present form. The question is, Will the industry realize this and agree to real reforms that will curb its appetites but preserve its strengths? One thing is sure. It cannot continue on its present course.
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BRINGING A NEW DRUG TO MARKET IS A long haul. The industry is right about that, but wrong about its role in the process. Drug companies do not play anywhere near as large a part in research and development (R & D) as they would have us believe. It is not my intention to describe pharmaceutical R & D in any detail here, because that is not the focus of this book. But to help show how drug companies are selling us a bill of goods, I need to sketch the highlights. Most of what I will describe applies just to the few innovative drugs that come to market each year. For the many more “me-too” drugs—minor variations of drugs already on the market—the R & D process is much faster, since a great deal of it has already been done.
R & D Lite
You can’t just randomly test chemicals to see if one will turn up that might be helpful in treating a disease. That would take an infinitely long time and be dangerous as well. Instead, most of the time you first have to understand the nature of the disease you want to treat—what has gone wrong in the body to cause it. That understanding needs to be fairly detailed, usually at the molecular level, if there is to be any hope of finding a drug that will safely and effectively interfere with the chain of events responsible for the disease. What researchers hope to find is some specific link in the chain that a drug will target.
So learning about the disease or condition is usually the beginning of the “research” part of R & D, and it can take a very long time—sometimes decades. There is no question that this is the most creative, and the least certain, part of the R & D process. Contrary to industry propaganda, it is almost always carried out at universities or government research labs, either in this country or abroad. In the United States, most of it is supported by the National Institutes of Health (NIH). 1
Once the basic research has reached a critical point—that is, the disease is fairly well understood and so are the possible means to cure or ameliorate it—the search is on to discover or synthesize a molecule that will do the job and be safe to use. That is the “development” part of R & D, and it is here that drug companies usually get involved—sometimes early, sometimes not until very late.
The development part of R & D is itself divided into two stages—preclinical and clinical. The preclinical stage has to do with finding promising drug candidates and then studying their properties in animals and cell cultures. Companies keep vast libraries of drug candidates—molecules that can now be screened very rapidly by computerized methods to see if they will target the Achilles’ heel found by the basic research. In addition, new molecules can be synthesized or extracted from animal, plant, or mineral sources. Only the small fraction of drug candidates that make it through preclinical development go on to be tested in humans—the all-important clinical stage (more on that later).
According to the pharmaceutical industry, only one in five thousand candidate drugs make it to market 2—one in one thousand survive preclinical testing, and of those, one in five make it through clinical testing. Paradoxically, although it is the least creative part of the process, clinical testing is the most expensive. The great majority of drug candidates are thus weeded out very early on, before there has been a great deal of money invested in them.
Research and development in biotechnology companies is similar in many ways to R & D in big drug companies. But instead of producing small molecules by chemical means, biotech companies focus primarily on making or modifying very large molecules, like proteins or hormones, by using living biological systems—often with recombinant DNA technology. Moreover, there is as yet no industry that makes generic biotech products, so monopoly rights are essentially unlimited. The distinctions between pharmaceutical and biotechnology companies are blurring, however, and the largest biotechnology companies are now members of the industry trade group Pharmaceutical Research and Manufacturers of America (PHRMA).
This is a bare-bones outline of R & D, and as in all bare-bones stories, things are rarely so clear-cut and there are many variations and exceptions. But the general point is that the longest, most difficult part of R & D is the front end—the research part—where the basic discoveries are made that identify how and where a disease or condition can be successfully attacked by a new pharmacological agent. Big drug companies usually contribute very little to that effort. Where they are important in the R & D for most drugs is at the development end, particularly in clinical testing.
An Example—The AZT Story
A good illustration of the R & D process for an innovative drug is the story of AZT (also called zidovudine), the first drug on the market to treat HIV/AIDS. Sold under the brand name Retrovir, it was originally manufactured by the drug company Burroughs Wellcome, which was later swallowed up by the much larger British firm GlaxoSmithKline. Despite the fact that the profits went at first to Burroughs Wellcome and now to GlaxoSmithKline, the research and most of the development was done in government and university laboratories. This is a story worth recounting in some detail. 3
Acquired immunodeficiency syndrome, or AIDS, burst on the scene in 1981, with the publication of three papers in The New England Journal of Medicine about a handful of gay men in Los Angeles and New York City who had died of overwhelming infections. Their immune systems were virtually obliterated, but no one could say why. The mysterious outbreak spread quickly and gave rise to intense worldwide efforts to find its cause. Speculation ranged widely, from contaminants in illegal drugs to a strange toxin picked up in Haiti to an unknown fungus. Within two short years, however, researchers at the NIH and the Pasteur Institute in Paris had pinpointed the culprit—a type of virus called a retrovirus.
A long time before that, in 1964, the AZT molecule had been synthesized at the Michigan Cancer Foundation as a possible treatment for cancer, and it was studied in many laboratories for that purpose. It did not prove effective against cancer, but in 1974, workers in a German laboratory found it to be effective against viral infections in mice. Burroughs Wellcome later acquired the molecule for possible use against the herpes virus.
Soon after the discovery of the cause of AIDS in 1983, Samuel Broder, head of the National Cancer Institute (NCI)—a part of the NIH—set up a team to screen antiviral agents from around the world as possible treatments for AIDS. Among the many he tested was Burroughs Wellcome’s AZT. In 1985, his team, along with colleagues at Duke University, found that AZT was effective against the AIDS virus in test tubes and then in early clinical trials. Burroughs Wellcome immediately patented the drug to treat AIDS and carried out later trials that enabled it to receive Food and Drug Administration (FDA) approval in 1987, after a review of only a few months.
This was an extraordinary achievement. It took a mere six years from the first reports of a new disease for the cause to be found and an effective drug brought to market. But except for the speed, the story is not so different from countless other stories of how innovative drugs are discovered. It required bringing together many threads from many government, university, and other nonprofit sources, and only late in the process—in this case, very late—handing the drug off to a private company for further development, manufacture, and distribution.
As is also typical, the company claimed far more credit than it deserved, probably the better to justify its exorbitant prices—originally about $10,000 per year. After a self-congratulatory letter to The New York Times by the company’s CEO, Broder and four colleagues from the NCI and Duke University responded angrily, reciting the seminal contributions Burroughs Wellcome did not make:
 
The company specifically did not develop or provide the first application of the technology for determining whether a drug like AZT can suppress live AIDS virus in human cells, nor did it develop the technology to determine at what concentration such an effect might be achieved in humans. Moreover, it was not first to administer AZT to a human being with AIDS, nor did it perform the first clinical pharmacology studies in patients. It also did not perform the immunological and virological studies necessary to infer that the drug might work, and was therefore worth pursuing in further studies. All of these were accomplished by the staff of the National Cancer Institute working with the staff of Duke University.
 
And they added, “Indeed one of the key obstacles to the development of AZT was that Burroughs Wellcome did not work with live AIDS virus nor wish to receive samples from AIDS patients.” 4
Testing Drugs on People—and Finding Volunteers
The clinical stage of drug development is regulated by the FDA. 5 By law, before a company can sell a new drug, it must prove to this agency that the drug is reasonably safe and effective. That proof usually requires a series of clinical trials, which are divided into three phases. Phase I entails giving the drug to a small number of usually normal volunteers to establish safe dosage levels and study its metabolism and side effects. (The exceptions are cancer and AIDS drugs, which are tested on people with the disease even in Phase I.) If the drug looks promising, it moves into Phase II, which involves as many as a few hundred patients with the relevant disease or medical condition. The drug is given at various doses, and the effects are usually compared with those in a similar group of patients not given the drug. Finally, if all goes well, Phase III clinical trials are undertaken. These evaluate the safety and effectiveness of the drug in much larger numbers of patients (hundreds to tens of thousands), and they nearly always involve a comparison group of patients. But not all drugs go through all phases. Sometimes the process is greatly truncated—to one or two trials. If the trials are successful, FDA approval follows.
Drug companies usually obtain a patent on a new drug before clinical testing begins, because it is difficult to keep information about the drug secret after this point. Patents protect companies against competition during the testing period. But clinical trials usually take a few years, and during that time the drug cannot be sold. That means clinical testing eats into a drug’s twenty-year patent life—the time it can be sold without competition. For that reason, drug companies are in a terrific rush to get the trials out of the way so they can start to market the drug. And that means they need to find human subjects in a hurry.
Drug companies don’t have direct access to human subjects, nor do they employ their own physicians to conduct clinical trials. They need to rely on doctors in teaching hospitals and private offices to do the studies, using either their own patients or volunteers recruited through various kinds of solicitations. At one time, most trials were done at medical schools and teaching hospitals. Companies would give grants to faculty researchers to carry out clinical trials under institutional auspices. That is no longer the case. Because there are so many more trials nowadays, and because drug companies are so eager to get them done quickly, they have shifted much of their business to new, for-profit companies set up exclusively to organize and carry out trials for the industry. These are called contract research organizations (CROs). In 2001, there were about a thousand of them operating around the world, with revenues from their drug company clients of some $7 billion. They establish networks of physicians who, working under the organizations’ supervision, are paid to administer the study drugs and collect information on their effects.
The number of clinical trials under way in any given year is staggering. 6 In 2001, an estimated 80,000 of them were ongoing in the United States alone. That year, about 2.3 million Americans served as human subjects. These numbers are only approximate. Exact figures are hard to come by, since not all trials are registered with the FDA or NIH. The point is that the numbers are far larger than most people realize. In fact, it’s quite likely that nearly everyone knows someone who has participated in a clinical trial.
Only some of the trials are to test new drugs to get FDA approval. Many are of drugs already on the market—called “post-marketing” or “Phase IV” studies. Often these are to find new uses for old drugs to expand their markets. A few are required by the FDA to look for unknown side effects. And a great many—perhaps most—are really, in the view of many critics, just excuses to pay doctors to put patients on a company’s already-approved drug. 
Even though the NIH spends nearly as much money on research as does the industry, it concentrates on basic research. Only about 10 percent of clinical trials are sponsored by the NIH, usually in academic medical centers.
All clinical trials cut into the limited supply of human volunteers. In fact, the scarcity of human subjects—not FDA roadblocks, as is often claimed by the pharmaceutical industry—is the biggest cause of delay in getting new drugs to market. 7 Large drug companies have centralized patient recruitment offices, which outsource many of the tasks to a growing number of independent recruitment firms, as well as to CROs. Potential subjects are solicited in a variety of ways—postings on health-related Internet sites; television, radio, and newspaper ads; individual mailings; and posters and flyers distributed throughout communities. Solicitations are often disguised as public service announcements. Drug companies also set up patient advocacy groups as magnets for people with specific diseases. These are rich sources of patients for clinical trials. Most human subjects are now recruited through these kinds of efforts, not referred by their doctors. They are usually paid from a few hundred to a few thousand dollars for participation in a trial.
Whatever they are paid, it is dwarfed by payments to doctors. To get human subjects, drug companies or contract research organizations routinely offer doctors large bounties (averaging about $7000 per patient in 2001) and sometimes bonuses for rapid enrollment. For example, according to a 2000 Department of Health and Human Services inspector general’s report, physicians in one trial were paid $12,000 for each patient enrolled, plus another $30,000 on the enrollment of the sixth patient. 8 One risk of this bounty and bonus system is that it can induce doctors to enroll patients who are not really eligible. For instance, if it means an extra $30,000 to you to enroll a patient in an asthma study, you might very well be tempted to decide your next patient has asthma, whether he does or not (“Sounds like a little wheeze you have there. . . .”). Obviously, if the wrong patients are enrolled, the results of a trial are unreliable, and that is probably often the case. (More about biased research in Chapter 6.)
The FDA—Regulation and Reaction
As mentioned, the FDA’s involvement with a drug begins at the clinical trials stage. Before trials can begin, a drug company must file an investigational new drug application with the FDA. It describes the proposed research in detail, including measures to protect the rights and welfare of human subjects. After all the trials are completed, which usually takes a few years, the company must file a new drug application to get FDA approval to go to market. With the help of eighteen advisory committees of outside experts, the agency reviews the application, which includes results of the clinical trials, along with other supporting evidence. Only if the drug passes this scrutiny is it allowed on the market. Companies are permitted to promote drugs only for the uses and at the doses for which they were approved, although once they are on the market, doctors may prescribe them for any use and at any dose they deem appropriate.
Generic drugs, you will remember, are copies of brand-name drugs whose exclusive marketing rights have expired. They, too, need FDA approval, but their manufacturers have to demonstrate only that they are equivalent to the brand-name drugs they copy. Since the passage of Hatch-Waxman in 1984, generic companies don’t have to do clinical trials to show safety and effectiveness, because the brand-name companies have already done that. 
Before leaving the subject of generic drugs, I should mention a new hybrid called “branded generics.” Their active ingredients are similar but not identical to those of the brand-name drugs they mimic, so they supposedly do not infringe on patents, but they are said to be similar enough that they don’t have to undergo clinical testing. Neither big pharma nor traditional generic companies are happy about the competition from branded generics, and both are mounting legal challenges. Branded generics are priced somewhere between brand-name drugs and true generics, and their market share is growing rapidly. They are likely to become very important in the biotech industry, where there are no traditional generics because it is difficult to show they are equivalent to the originals.
The FDA is also supposed to review drug labeling for accuracy, as well as advertisements for accuracy and balance. Even the most casual observer would have to conclude the agency fails at the latter. For one thing, it just doesn’t have the resources to do the job. In 2001, the agency had only thirty people to review 34,000 advertisements. 9 Additionally, the FDA is charged with ensuring safe manufacturing standards, but here again, it is woefully understaffed for that task. 10
The first regulatory agency in the country, the FDA was an outgrowth of the 1906 Food and Drug Act, which prohibited interstate commerce in falsely labeled and adulterated foods, drinks, and drugs. 11 That act, in turn, was a response to a series of magazine exposés of widespread filth in meatpacking plants, the use of poisonous preservatives and dyes in foods, and cure-all claims for worthless and dangerous patent medicines. Upton Sinclair’s sensational portrayal of the meatpacking industry in his 1906 book The Jungle was an added impetus. The FDA now consists of 9,000 people (still a fairly small agency by Washington standards), with the awesome responsibility of overseeing three gigantic industries—food; drugs, vaccines, blood products, and medical devices (such as artificial heart valves); and cosmetics. These industries consist of some 95,000 different businesses with more than a trillion dollars’ worth of sales annually.
In 1938, in the wake of a cluster of deaths from the use of a poisonous solvent in a new sulfa drug, Congress decided that the FDA should take more systematic steps to protect the public. Accordingly, the agency was given the specific task of requiring drug companies to prove that their products were safe before they could be sold. It wasn’t until 1951, however, that prescriptions were required. In that year, Congress decided that doctors’ prescriptions would be necessary to purchase drugs that could not be used safely without medical expertise. In 1962, another requirement was added. Drug companies had to prove their products were not just safe but also effective. That mandate soon gave rise to rules for carrying out clinical trials—the only way to show safety and effectiveness unequivocally.
The FDA is the pharmaceutical industry’s favorite whipping boy. Drug companies and their acolytes in the media and Congress relentlessly berate the agency for putting bureaucratic obstacles in the way of getting “lifesaving drugs” to market. In particular, The Wall Street Journal and an organization called the Washington Legal Foundation hammer away at the agency incessantly. You would think, from reading their material, that the FDA is filled with capricious bureaucrats who spend all their days dreaming up ways to prevent Americans from getting vital medicines—with what motive, they’re not clear. In one editorial, for example, The Wall Street Journal urged the FDA to “reform its slow and blinkered approach to potentially life-saving therapies” and “view itself not as a gatekeeper but as a facilitator.” 12 The Washington Legal Foundation warned in one of its advertisements in The New York Times, “Make no mistake, unnecessary approval delays have human costs. Rigid procedures, endless data requests, and the pursuit of absolutely risk-free products keep new treatments bottled up at FDA while radically ill patients wait, suffer, and often die.” 13
Sounds bad, but it just isn’t true. The total time from the beginning of preclinical testing of a candidate drug to its coming on the market ranges from about six to ten years. But the time for FDA review accounts for only a small fraction of that—about sixteen months in 2002 and getting shorter. In fact, under pressure from the industry, the agency in the past decade has moved from being the slowest regulatory drug agency in the developed world to being the fastest. In special cases, approval time can be cut to weeks. Of course, the drug companies would like to cut the whole thing—testing and approval—down to virtually nothing, because the time comes out of the drug’s patent life.
But except for libertarian extremists and The Wall Street Journal, who could possibly want that? Which of us would pretend that the free market can decide whether drugs and medical devices are safe and effective? Do you really want your doctor to rely on the word of drug companies that the antibiotic prescribed for your pneumonia will work? Doctors are not wizards, and they have no way to know whether drugs will work well unless they can rely on an impartial agency like the FDA to review the scientific data. Deciding simply on the basis of whether individual patients seem to respond is a notoriously unreliable and dangerous method. To be sure, doctors might be able to judge for themselves by assiduously keeping up with medical journals and textbooks, but the truth is most don’t have the time to do that. Furthermore, without the pressure of the FDA to make companies do clinical trials, there would be far fewer informative reports published in the medical journals.
Discovering innovative drugs and bringing them to market is a long and difficult process, and there are no shortcuts. It is crucial that new drugs be shown to be safe and effective, as judged by an impartial agency responsible for the public health and not a corporation responsible for the value of its shareholders’ stock. The alternative is to go back to 1906, when anything and everything could be sold as a miracle cure and the watchword was caveat emptor. As for all the “me-too” drugs that now constitute the major output of the pharmaceutical industry, it’s very hard to make the case that the world should be in any hurry for the next one.
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DRUG COMPANIES CLAIM DRUGS ARE so expensive because they need to cover their very high research and development (R & D) costs. In 2001, they put these costs at $802 million (in 2000 dollars) for each new drug they bring to market. (Later, the consulting firm Bain & Company upped that to $1.7 billion per drug, but they included marketing expenditures.) Implicit in this claim is a kind of blackmail: If you want drug companies to keep turning out lifesaving drugs, you will gratefully pay whatever they charge. Otherwise, you may wake up one morning and find there are no more new drugs. As Alan F. Holmer, president of the industry’s trade association, Pharmaceutical Research and Manufacturers of America (PHRMA), said in a radio interview, “Believe me, if we impose price controls on the pharmaceutical industry, and if you reduce the R & D that this industry is able to provide, it’s going to harm my kids and it’s going to harm those millions of other Americans who have life-threatening conditions.” 1
The industry admits that it charges Americans, particularly those without insurance, far more than it does people in other countries, but it insists it needs to do so in order to make up for the fact that other countries regulate prices. Americans must bear a disproportionate share of R & D costs, they say, because nobody else will or can. This argument is trotted out whenever there is the faintest whiff in the air that anyone is considering price controls in the United States. William Safire used it in a New York Times column where he warned, “The price of most new prescription drugs is high in the U.S. mainly because it includes the producers’ huge investment in scientific research.” 2
The Black Box
Given that argument, it is crucial to ask how much it costs the industry to bring a new drug to market. Is it really $802 million? Getting an answer to that question is not as easy as it sounds, because the industry will not supply the necessary data. Individual companies report total R & D expenditures in their Securities and Exchange Commission (SEC) filings, and 
PHRMA’s annual report gives industrywide averages for total R & D, as well as average figures for the breakdown of expenses by general R & D functions (where one of the biggest categories is “other”). But the companies do not make available the really important details, such as what each company spends, and for what purposes, on the development of each drug. They claim that that information is proprietary. As Representative Henry Waxman (D-Calif.) commented, “The basic problem is that all pharmaceutical costs, including research, are in a black box, hidden from view. There is no transparency.” 3 This secrecy is odd for an industry that justifies its high prices by its high R & D costs.
We also don’t know what activities are included under the heading “R & D.” Much of it may really be marketing, which is counted as R & D because it looks better to have a large R & D budget than to have a large marketing budget. One clue that this may be the case is the fact that a growing fraction of clinical trials are Phase IV studies. You will remember from Chapter 2 that these are studies of drugs already on the market—supposedly for the purpose of learning more about long-term effects and possible additional uses. But many Phase IV studies are mainly ways to introduce doctors and patients to a company’s drug by paying clinicians to use it and then report some minimal information back to the company. In other words, they can be seen as promotional gimmicks.
Despite the fact that R & D is a black box, you can crudely calculate costs per drug simply by dividing the industry’s own figure for total R & D by the number of new drugs. That assumes, of course, a steady state—that about the same number of drugs enter the market each year and total R & D costs stay fairly constant. That is not quite the case. Nevertheless, this simple calculation is a way of making a very rough estimate. If you look at the year 2000, when the industry claims to have spent $26 billion on R & D and ninety-eight drugs entered the market, the average pretax cost for each drug was, under those assumptions, no greater than $265 million, and the after-tax cost about $175 million. (Research and development costs are tax deductible, and the corporate tax rate is now about 34 percent.) That would be the maximum, since it is likely that 
PHRMA’s total R & D figure is inflated by activities that many would regard as promotional, and the industry receives generous tax credits as well as deductions. If you take the next year, when the industry claimed it spent $30 billion and only sixty-six drugs entered the market, the pretax cost per drug would be higher—$455 million—and the after-tax cost $300 million. 4 As you can see, any attempt to determine the cost per drug is highly dependent on the number of drugs—a subject I’ll come back to later.
The consumer advocacy group Public Citizen performed a much more sophisticated analysis using the same approach. 5 They looked at all the drugs that entered the market between 1994 and 2000 (thus smoothing out the yearly variations), and made appropriate allowances for the long lag time between R & D expenditures and the dates the drugs came on the market. They found that after-tax costs were probably less than $100 million for each drug approved during that period. Other independent analysts have reached similar conclusions. Even using 
PHRMA’s own figures for total R & D costs for the decade of the 1990s, it can be calculated that the cost per drug came to around $100 million after taxes. That is a lot, but it’s a far cry from the much-vaunted $802 million.
The Imaginary Number
So where did the $802 million figure come from? And why has it been uncritically accepted? The number was the finding of a group of economists, headed by Joseph DiMasi of the Tufts Center for the Study of Drug Development, and it was announced with much fanfare at a press conference in Philadelphia on November 30, 2001. 6 The Tufts Center is largely supported by the pharmaceutical industry, and this was an updating of an analysis done by the same group over a decade ago. The results this time were about twice as high. Ever since the press conference, 
PHRMA and leaders and defenders of the industry have trumpeted the findings as a justification for high drug prices. Kenneth I. Kaitlin, the director of the Tufts Center, said, “Bringing new drugs to market has always been an expensive, high-risk proposition, and our latest analysis indicates that costs have continued to skyrocket.” The president of 
PHRMA, Alan F. Holmer, welcomed the study as confirmation that “drug development is staggeringly expensive.” 7 The media seemed to accept it pretty much at face value. Under the heading “Research Cost for New Drugs Said to Soar,” for instance, The New York Times reported the next day, “A new round in the national debate over prescription drugs opened today with a study from researchers at Tufts University estimating that the average cost of developing a new drug has more than doubled since 1987, to $802 million.” 8 The rest of the media carried similar stories.
It was not until a year and a half later that the Tufts group actually published their analysis and it became possible to see how it was done. 9 What they did was to look at sixty-eight drugs developed at ten drug companies over about a decade. But the names of the companies and the names of the drugs were never revealed. Furthermore, all the data on the costs of those drugs were supplied by the companies to the Tufts group confidentially, and as far as I can tell, the authors were not able to verify the information. They were supposed to take the companies’ word, and we were supposed to take theirs. That situation is extremely unusual in scientific publishing, where it is understood that the salient data will be made available to readers so they can evaluate the analysis for themselves.
But one thing is clear from the paper. The $802 million figure has nothing to do with the “average cost of developing a new drug,” in the words of The New York Times. 10 It refers only to the cost of developing a tiny handful of the very most expensive drugs. Let’s look at this misunderstanding more closely, because it is crucial.
Every year the Food and Drug Administration (FDA) approves a number of new drug applications, which means that those drugs can enter the market. That is what most people mean when they say “new” drugs. In 2002, for instance, the number was seventy-eight, as I mentioned in Chapter 1. But of the new drugs, only a minority are newly discovered or synthesized molecules. The FDA classifies these as new molecular entities (NMEs). The others are just new versions of drugs already on the market. In 2002, only seventeen of the seventy-eight newly approved drugs were NMEs. 11 And of the NMEs, only a fraction are developed entirely by the drug companies themselves. Most of the rest are simply licensed or otherwise acquired from university or government laboratories or biotechnology companies.
The Tufts analysis was restricted to NMEs developed entirely within drug companies—what the authors called “self-originated NCEs” (the old term for NMEs). But these constitute only a tiny percentage of all new drugs. As you might expect, this handful of drugs cost companies more to develop than the others. It is cheaper to license a drug from someone else or make a new version of an old drug. In fact, the Tufts authors state that the drug companies they surveyed spent 75 percent of their R & D money (including the costs of Phase IV studies) on these few self-originated NMEs. 12 I find this an almost unbelievably high percentage, and there is no way to verify it, but the point is the companies agree that they spend much more on self-originated NMEs than on other drugs.
Why didn’t the media catch on to the fact that the $802 million figure applied only to a sample of highly selected and very costly drugs? One possible answer is that the industry didn’t want them to. In their public relations, 
PHRMA and the drug companies strongly imply that $802 million is the average for all new drugs. Even the Tufts authors seemed to suggest that in the short summary of their paper, where they wrote, “The research and development costs of sixty-eight randomly selected new drugs were obtained from a survey of ten pharmaceutical firms. These data were used to estimate the average pre-tax cost of new drug development.” 13 Nothing about which new drugs.
. . . And Doubling It
There is a second problem with the Tufts estimate. It is not the actual out-of-pocket cost at all, even for the special group of drugs considered. That cost was $403 million per drug. The $802 million is what the authors call the “capitalized” cost—that is, it includes the estimated revenue that might have been generated if the money spent on R & D had instead been invested in the equity market. It’s as though drug companies don’t have to spend any money at all on R & D; they could invest it instead. Or, in the author’s technical jargon, “the expenditures must be capitalized at an appropriate discount rate, [which is] the expected return that investors forego during development when they invest in pharmaceutical R & D instead of an equally risky portfolio of financial securities.” 14 This theoretically lost revenue is known as the “opportunity cost,” and the Tufts consultants simply tacked it on to the industry’s out-of-pocket costs. That accounting maneuver nearly doubled the $403 million to $802 million.
The authors justified the maneuver on the grounds that, from the perspective of investors, a pharmaceutical company is really just one kind of investment, which they choose among other possible options. But while this may be true for investors, surely it is not true for the companies themselves. The latter have no choice but to spend money on R & D if they wish to be in the pharmaceutical business. They are not investment houses. So you can hardly look at the money spent on R & D as money that could have been spent on something else. The Tufts authors say adding opportunity costs is standard accounting practice, and that may be so, but in the context of pharmaceutical R & D, it simply makes no sense.
And there is a third problem with the estimate. It is in pretax dollars. But R & D expenses are fully tax deductible. On top of that, drug companies enjoy a number of tax credits worth billions of dollars, including a 50 percent credit for the costs of testing “orphan drugs”—those with an expected market of fewer than 200,000 people. As of the year 2000, the FDA had listed 231 orphan drugs since the tax credit was instituted in 1983. One of those is Retrovir, the first drug for HIV/AIDS, discussed in the last chapter. With the worldwide HIV/AIDS epidemic, the market for Retrovir is far greater than 200,000, but it was considered an orphan drug nonetheless. In addition, the tax credit extends to other drugs if companies can make a case that they are unlikely to be profitable. 15 (What other business gets such a deal?) Presumably, drug companies claiming these tax credits would have to share with the Internal Revenue Service information they are unwilling to share with anyone else—the R & D costs of individual drugs. One wonders whether and how often this information is audited.
In any case, when all the tax benefits are taken together, big pharma pays relatively little in taxes. Between 1993 and 1996, drug companies were taxed at a 16.2 percent rate, compared with an average tax rate of 27.3 percent for all other major industries. 16 Many experts believe that the R & D cost estimate should therefore be lowered by the amount of corporate tax avoided. These tax savings would reduce the net cost of R & D by a percentage at least equal to the 34 percent corporate tax rate (not considering tax credits). You could argue about whether this adjustment is reasonable, but if one accepts that it is, it would reduce the Tufts estimate of $403 million (before adding “opportunity costs”) to an after-tax net of less than $266 million per drug.
But remember, that would be the average out-of-pocket, after-tax R & D costs for only the new molecular entities developed entirely in-house, not the average cost of all the drugs approved. Most approved drugs entering the market are not really new, or they are acquired from other sources, or both. I would guess that the real cost per drug is well under $100 million. Were it anywhere near the claimed $802 million, the industry would not be so secretive about the data.
High R & D, Higher Profits
The general industry excitement about the $802 million announcement was partly predicated on the notion that R & D costs can be equated with value. But that is not necessarily true. In fact, they could instead be an indication of inefficiency. Ray Gilmartin, president and CEO of the pharmaceutical giant Merck, sounded the one cautionary note from industry: “If there is any concern, it should be on the part of pharmaceutical companies that are less efficient and that aren’t delivering drugs of value to patients.” 17 Right. In fact, rising R & D costs per drug can simply mean there are not many new drugs coming to market. To take the extreme, what would the R & D cost per drug be if the entire industry turned out only one new drug? In 2001, it would have been $30 billion. Would that have been an indication of value? Could it in any way be construed as an indication that the industry was productive? Of course not.
Although that extreme case is absurd, something like it is actually happening. Over the past few years, the number of new drugs has been declining, and so has their quality. Yet R & D expenditures have been getting higher. The point is that large R & D expenditures ought to raise the question of whether we are getting our money’s worth. How much is too much to spend on developing new drugs, and who should decide? Is the entire industry, in Mr. Gilmartin’s words, growing “less efficient”—spending way too much for too little? This matters, not only because we need good drugs but also because the industry expects to be paid back for its R & D expenses.
Let’s return to big pharma’s essential argument that curbing prices would cut into its R & D spending. Would that really be necessary? Whatever the cost of bringing each new drug to market, total R & D expenditures of the pharmaceutical industry—according to 
PHRMA, now over $30 billion for all its members in the United States and abroad—are indeed large. But they should be compared with reported expenditures on marketing and administration, which are more than twice as much as R & D expenditures. Furthermore, the most important financial fact about the major drug companies is that, despite their expenses, they are enormously profitable.
In 2002, when the ten U.S. drug companies in the Fortune 500 list had combined worldwide sales of about $217 billion and spent just over 14 percent of that on R & D (about $31 billion), they had a profit margin of 17 percent ($36 billion). Thus, profits were substantially more than R & D costs. Even more startling is the fact that they spent a walloping 31 percent of sales (about $67 billion) on marketing and administration. 18
Given these figures, it is very hard to make a case that lower prices would reduce R & D spending. In fact, whether price regulation would cut into R & D would depend entirely on whether the industry wanted it to. They could, for example, cut administrative or marketing costs instead, or they could accept lower but still very good profits. Most likely they would choose to cut their R & D budgets to maintain profits and marketing, but they wouldn’t have to. As long as profits are consistently higher than R & D costs, drug companies cannot make a case that reduced prices would necessarily cripple research and development.
The drug companies would protest that there is no way they could voluntarily accept lower profit margins, or reduce their marketing, upon which they believe their profits depend. They would say Wall Street demands that they maximize the value of their shareholders’ stock, which means doing everything they can to increase profits. It is their fiduciary responsibility to do so. But that should tell us something about the wisdom of entrusting the development of medicines to an industry that is entirely accountable to investors, and not to the public (except in the limited sense that drugs are supposed to be safe and effective).
It is also worth asking why this extraordinarily profitable industry needs so much equity capital. It could easily finance its R & D out of its sales. One possible explanation is that drug company executives are paid partly in stock options. Families USA, a nonprofit foundation, looked into the 2001 value of the unexercised stock options held by the top executives in each of ten large drug companies. They found the average to be $52 million. 19 But stock options are valuable only when the market price of the company’s stock exceeds the exercise price of the option. That creates a powerful incentive for executives to keep stock prices rising any way they can. Enron executives tried to do it illegally, but the incentive is the same in other investor-owned corporations that pay executives in stock options.
Drug Pricing—What Does R & D Have to Do with It?
Big pharma would like us to believe that prices of their top-selling drugs have to be high to cover their costs, including the costs of all the drugs that never make it to market. The implication is that drug companies are just eking out a living—something we know is a long way from the truth. Furthermore, without any information about how they spend their R & D dollars, it’s impossible to evaluate the extent to which profitable drugs subsidize ones that never make it. Nor is it possible to decide whether the R & D is worth it. If patients must pay thousands of dollars a year for a vital drug, doesn’t the public have a right to know what the markup is and where the money goes? We know that much of it goes to profits and marketing, but we also need to know what companies spend on which drugs and for what purposes. An industry so beholden to taxpayers for research, patent protection, and tax breaks—in short, for taking most of the risks out of the business—ought to do more than just report total R & D expenditures. It should open the black box.
Despite all the rhetoric to the contrary, this is not a high-risk industry in any normal sense of the term. In fact, drug companies are not willing to take any chances at all. As one indication, the law mentioned earlier that provides tax credits equal to 50 percent of the cost of testing orphan drugs extends the credits to other drugs if “there is no reasonable expectation that the cost of developing and making available in the United States a drug for disease or condition will be recovered from sales in the United States of such drug.” In other words, if you can’t make a profit, the government will help you out. This is an industry well protected against losses. Risky businesses have variable returns, but the pharmaceutical industry has been, year after year, the most profitable in the United States. As Alan Sager, codirector of the Health Reform Program at Boston University, put it, “If you went to Las Vegas with $1000 and routinely came back with $1400, could your family accuse you of gambling?” 20 What these companies are, in fact, claiming is an entitlement not only to recoup anything they wish to spend on R & D but to make an exorbitant profit margin as well.
The truth is that there is no particular reason to think that R & D costs, no matter what they are, have anything to do with drug pricing. The irrepressibly candid Mr. Gilmartin, president and CEO of Merck, seemed to acknowledge that. Referring to the $802 million per drug estimate, he remarked, “The price of medicines isn’t determined by their research costs. Instead, it is determined by their value in preventing and treating disease. Whether Merck spends $500 million or $1 billion developing a medicine, it is the doctor, the patient, and those paying for our medicines who will determine its true value.” 21 That sounds to me like an admission that the industry will charge whatever the traffic will bear, and it has little to do with R & D costs. And that is about right. Unfortunately, contrary to Mr. Gilmartin, it doesn’t have much to do with medical value either, as I will show.
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AS AMERICANS GROW INCREASINGLY skeptical about the claim that drug prices need to be high to cover research and development costs, the pharmaceutical industry falls back on Plan B—the claim that high prices are necessary to reward innovation. Yes, the industry confesses, profits are indeed high. But remember, extra high profits stimulate us to be extra creative. Look at all the wonderful new drugs you get in return. Once again, Alan F. Holmer, president of the Pharmaceutical Research and Manufacturers of America (PHRMA), sounds the theme. In his tireless crusade against any form of price regulation, he put it this way, “Voters do not want to jeopardize the miracle of life-saving innovation in modern medicines.” 1 The contention that we need to treat this industry with kid gloves to preserve “life-saving innovation” calls for a close look at big pharma’s drugs. Are they truly innovative? And if so, who deserves the credit?
The Output of Innovative Drugs
Even a glance at the industry’s output shows that miracles are few and far between. The evidence is on the U.S. Food and Drug Administration (FDA) website (www.fda.gov/cder/dmt/pstable.htm). As I explained in Chapter 2, before a drug can be marketed, a company must file a new drug application with the FDA. The FDA then classifies the drug in two ways. First, it looks at the compound itself, what the agency calls the “chemical type.” Is it a molecule that is already on the market in some form? Or is it brand new—what the FDA calls a “new molecular entity (NME)”? If it’s a new molecule, then it’s classified as a number 1 drug. Otherwise, it is classified as a chemical derivative, or new formulation or combination of an old drug. Or it might just be an old drug with a new manufacturer.
The second way the drug is classified is according to whether it is likely to offer any benefit above drugs already on the market to treat the same condition. If so, then the FDA gives it more rapid attention. This is called a “priority review,” which is for drugs likely to represent a “significant improvement compared to marketed products, in the treatment, diagnosis, or prevention of a disease.” The agency lists these drugs with the abbreviation “P.” All other drugs receive a standard—or “S”—review. A “standard review” drug, in the FDA’s words, “appears to have therapeutic qualities similar to those of one or more already marketed drugs.”
New molecular entities aren’t necessarily classified as priority review drugs. Even brand-new molecules may not be any better than an older drug for the same condition. And likewise, priority review drugs are not necessarily new molecular entities. It’s possible for an old drug to be modified in such a way that it offers a definite treatment advantage over the earlier form. But as a general rule, a drug that can be called innovative in any usual meaning of the word is both a new molecular entity and a priority review drug. In other words, the drug is a new molecule that will probably be a significant improvement over drugs already on the market. (The industry often uses the word innovative to mean just a new molecular entity, but that leaves aside the all-important question of whether the drug offers any clinical advantages over old drugs.)
So let’s look at the yield over the five years 1998 through 2002—the most recent five years for which I have complete data on both the numbers and the properties of the drugs. Altogether, 415 new drugs were approved—an average of 83 per year. Of those, 133 (32 percent) were new molecular entities. The others were variations of old drugs. And of those 133, only 58 were priority review drugs. That averages out to no more than 12 innovative drugs per year, or 14 percent of the total. Not only is the yield very low, but over those five years, it got worse. In both 2001 and 2002, only 7 innovative drugs (that is, new molecular entities with priority review) were approved each year, as compared with 9 in 2000, 19 in 1999, and 16 in 1998. And that’s it—the five-year grand total of innovative drugs from this mighty industry.
Now, just to get a sense of what kinds of drugs are being produced and which companies are producing them, let’s look closely at the fourteen innovative drugs for those last two years. Were they miracles from big pharma, as suggested by Mr. Holmer? At the time, there were some thirty-five members of 
PHRMA, consisting of the world’s major pharmaceutical companies and a few of the larger biotechnology companies. 2 Of the seven innovative drugs approved in 2001, five came from companies that were 
PHRMA members—two from the Swiss company Novartis and one each from the American companies Merck, Allergan, and Gilead Sciences (a biotechnology company). 3 The Novartis drugs were the orphan drug Gleevec, for a rare form of leukemia (I’ll come back to this drug in a bit), and Zometa, an injection to treat a complication of widespread cancer. The Merck drug was Cancidas, an injection to treat a rare fungus infection when other treatments have failed; the Allergan drug was Lumigan, an ophthalmic solution for glaucoma not responsive to other treatment; and the Gilead drug was Viread, a drug similar to AZT to treat HIV/AIDS.
Of the seven innovative drugs approved in 2002, only three came from members of 
PHRMA: Zelnorm, a Novartis drug for irritable bowel syndrome with constipation; Eloxatin, an injection made by the French company Sanofi-Synthelabo, to treat (although rarely, if ever, to cure) widespread colon cancer when other treatments have failed; and Hepsera, a treatment for hepatitis B made by Gilead Sciences. Nothing from any major American drug company.
That output hardly seems to warrant Mr. Holmer’s high-flown rhetoric. To be sure, we do occasionally get important new drugs. Gleevec, for example, may mean the difference between life and death for people with a certain type of leukemia. But in recent years truly innovative drugs like that have come along very infrequently. Most of the drugs mentioned here, even though innovative, were last-ditch treatments—rarely cures—to be used when older drugs hadn’t worked. And given the trend, we have to ask whether the $30-plus billion big pharma ostensibly puts into its R & D is well spent. We also have to conclude that, if high prices and profits in excess of any other industry are indeed a stimulus for innovation, drug companies have not kept their part of the bargain.
The Real Source of Innovation
The meager output is bad enough. But the real scandal is the fact that the few innovative drugs that do come to market nearly always stem from publicly supported research. In this country, almost all of that is sponsored by the National Institutes of Health (NIH) and carried out at universities, small biotechnology companies, or the NIH itself. (About 90 percent of NIH-sponsored research is “extramural,” which means it is done mainly at medical schools and teaching hospitals. The remainder is “intramural,” carried out by institute scientists on their campus outside Washington, D.C.) Big pharma began to rely on publicly funded research in 1980, with passage of the Bayh-Dole Act and a related piece of legislation, the Stevenson-Wydler Act. Bayh-Dole applies mainly to extramural research and Stevenson-Wydler to intramural research. This legislation, which I mentioned in Chapter 1, permitted NIH-funded work to be patented and licensed exclusively to drug companies in exchange for royalties. And increasingly, that is exactly what big pharma depends on—licensed drugs, which the drug companies then market and often patent for additional uses. Sometimes the drugs are completely developed before they are licensed. We saw, for example, in Chapter 2 how AZT, the first drug to treat HIV/AIDS, was developed and clinically tested by researchers at the National Cancer Institute (a part of the NIH) and Duke University before being licensed to what is now GlaxoSmithKline. In other cases, the drugs are acquired just before they are ready to enter large-scale clinical trials.
At least a third of big pharma’s drugs are now licensed or otherwise acquired from outside sources—including smaller companies all over the world. 4 You would think the companies might be embarrassed by that fact, and no doubt they are reluctant to be very public about it, but they are certainly not embarrassed enough to change their way of operating. Bob Ingram, chief operating officer of GlaxoSmithKline, candidly explained to The Wall Street Journal, “We’re not going to put our money in-house if there’s a better investment vehicle outside.” 5 Lamenting that Glaxo got only 17 percent of its revenues from licensed products, compared with 30 percent for Pfizer and 35 percent for Merck, he said his company “is keen to reach similar levels.” The big drug companies are competing not so much to find new drugs but for the limited number of drugs to license. “I don’t see a respite for at least three to five years,” said one spokesman. “We’re all going to be chasing the same compounds. We see them at the same airport; they’re coming in when we’re going out.” 6 Let’s look at a few of the many important drugs not discovered by big pharma.
Taxol
Take the case of Taxol (the brand name for paclitaxel), the bestselling cancer drug in history. 7 Now used to treat cancers of the ovary, breast, and lung, it was derived from the bark of the Pacific yew tree in the 1960s. All of the research on the drug was conducted at, or supported by, the National Cancer Institute over nearly thirty years, at a cost to taxpayers of $183 million. In 1991, Bristol-Myers Squibb signed a cooperative research and development agreement with the NCI—a deal made possible by the Stevenson-Wydler Act and a 1986 amendment called the Federal Technology Transfer Act. The company’s part of the bargain was mainly to supply the NCI with seventeen kilograms of paclitaxel (which it obtained from a chemical company). No ingenuity there. In 1992, after Taxol was approved by the FDA for treatment of cancer of the ovary, entirely on the basis of NIH-supported research, Bristol-Myers Squibb was given five years of exclusive marketing rights.
The only remaining problem for Bristol-Myers Squibb was the fact that the Pacific yew tree was in short supply. That problem was solved in 1994 by NIH-funded scientists at Florida State University. They devised a method to synthesize Taxol, which they promptly licensed to Bristol-Myers Squibb in return for royalties. No company ingenuity there, either.
The worldwide use of Taxol (for cancers of the ovary, breast, and lung) generated between $1 and $2 billion a year for Bristol-Myers Squibb and tens of millions in annual royalties for Florida State University. The company spent very little on R & D in getting initial FDA approval to treat cancer of the ovary, although it has undoubtedly spent substantial sums since then for testing the drug for other cancers. But that takes no ingenuity, either. The story of Taxol is a prime example of taxpayer-supported research discovering a valuable and lucrative drug that was virtually given as a gift to a large drug company for marketing, commercial exploitation, and further development. 8 The public pays again when it buys Taxol at the exorbitant price Bristol-Myers Squibb charges for a drug it neither discovered nor developed.
Epogen
Or take the case of Epogen, an innovative drug to treat anemia in patients with kidney failure. 9 Technically, Epogen is a biological and not a drug, because it was originally a natural substance made in the body—a hormone produced by the kidneys that stimulates the production of red blood cells. This hormone, called erythropoietin, was discovered in 1976 by Eugene Goldwasser at the University of Chicago, after much basic work done in several other academic laboratories had shown that the kidney must produce such a substance. Neither Goldwasser nor the University of Chicago patented the hormone or tried to synthesize it. But another NIH-funded researcher at Columbia University invented a technique for synthesizing biologicals, which the university patented soon after passage of Bayh-Dole. A small start-up biotechnology company named Amgen then licensed the technique from Columbia to develop a method for the large-scale commercial synthesis of the erythropoietin molecule. Amgen, now a giant in the industry, makes over $2 billion a year selling Epogen to the Medicare program to treat patients with kidney failure. So, as in the case of Taxol, the public gets to pay for Epogen twice—first by having supported the research that discovered it, and second, by paying for it through Medicare. Goldwasser never received a penny of royalties for his seminal discovery.
The identical molecule is marketed under the name Procrit (as though it were a different substance) by the huge firm Johnson & Johnson (J & J). This unnecessary duplication was the result of a deal between Amgen and J & J. As it happens, a similar type of anemia occurs in many conditions, not just kidney failure. In particular, it can be a debilitating side effect of cancer treatment. Before Amgen began reaping its huge profits from Epogen, it needed to come up with a way to stay afloat. So it licensed to J & J its rights to sell Epogen in the United States for conditions other than kidney failure (mainly cancer) and for all uses in Europe. J & J paid Amgen a lump sum of several million dollars plus the promise of future royalties. Ortho, a division of J & J, markets the drug as Procrit. Procrit’s worldwide sales are estimated at nearly $3 billion annually, of which a small percentage goes to Amgen. Amgen, for its part, pays Columbia one percent of all its sales of Epogen. Not to be outdone by J & J, Amgen has now gotten approval for another, longer-acting form of the same agent, called Aranesp, which it hopes will compete with Procrit without violating the original deal. But they’re all essentially the same substance under different names.
Here again, a truly important new therapeutic agent was discovered and identified through basic research outside the drug industry. Unlike Taxol, which had been tested in clinical trials before Bristol-Myers Squibb acquired rights to it, erythropoietin had to be biosynthesized by Amgen before it could undergo preclinical and clinical testing. I learned from sources at Amgen that J & J made essentially no contribution to the original development of erythropoietin. It simply paid Amgen for the right to market the substance and develop it for other uses. Clearly, there was ingenuity aplenty on the part of both Amgen and J & J in exploiting commercial opportunities, but not much of that had to do with the initial discovery of the hormone and its role in the treatment of anemia.
Gleevec
The story of Gleevec (the brand name of imatinib mesylate) is a little different. 10 Here the drug company—in this case Novartis—had patented the molecule and had it on the shelf, but its usefulness was discovered mainly by an NIH-funded university researcher. One of the seven innovative drugs approved in 2001, Gleevec halts a rare type of leukemia, called chronic myeloid leukemia, dead in its tracks, with relatively few side effects. (How long it works is not yet clear, because the drug is still very new.) Leukemia is really a kind of cancer of the blood, and before Gleevec came on the market, this type of leukemia was universally fatal unless the patient underwent a dangerous bone marrow transplantation (assuming there was a suitable donor). So Gleevec is one of the few “breakthroughs” that really is a breakthrough. Novartis uses it as the poster child for drug company innovation. One of its ads, for instance, shows a smiling young woman saying, “Not long ago, my cancer was all I could think about. Now I feel so good I have to remind myself I’m a cancer patient.” And in the body of the text is the statement “Novartis put her deadly cancer into remission quickly and completely.” 11
Well, not really. Novartis had more than a little help. The story begins in 1960, with the discovery under the microscope of a peculiar-looking chromosome in patients with chronic myeloid leukemia. That discovery was made at the University of Pennsylvania, and for that reason the new chromosome was called “the Philadelphia chromosome.” Later work from many laboratories showed that the Philadelphia chromosome carries a gene that directs the production of an abnormal enzyme. That enzyme causes white blood cells to become cancerous. Similar types of enzymes were thought to be involved in other cancers. As a result of these studies, chemists in Israel and at Novartis set about synthesizing molecules that would inhibit the action of this family of enzymes. Novartis patented several such inhibitors in 1994 and added them to its collection of potentially useful drug candidates.
There was apparently no immediate interest by the management at Novartis in determining whether any of them might be useful in treating chronic myeloid leukemia until Brian J. Druker, a researcher at the Oregon Health & Sciences University in Portland, became interested in the problem. Working with a scientist at Novartis, Nicholas Lydon, he obtained a small supply of several of the company’s most promising inhibitors. He found that imatinib mesylate was the most potent in suppressing the growth of the cancer cells in culture and, furthermore, that it had no effect on normal blood cells. Such specific action is almost unheard of in cancer treatment, and Druker urged Novartis to explore this exciting lead.
But, according to Druker, the company showed little enthusiasm for undertaking further clinical work on imatinib mesylate. Whether the reluctance was because of the small potential market or the finding that the drug was toxic to dogs at high doses is not clear. Druker nevertheless persisted, and Novartis finally agreed to support cautious, limited tests in his clinic and at two other sites. By 1999, Druker was able to report spectacularly successful preliminary results before a national meeting of American hematologists. The news spread quickly, and the company then decided to proceed with large-scale clinical trials. In only two years, the trials were completed and the FDA had approved the drug. Thus, most of Novartis’s R & D investment in Gleevec was made several years after there was good scientific evidence to suggest that the drug would be useful.
These kinds of stories could be multiplied many times over. A recent study published in the journal Health Affairs reported that, in 1998, only about 15 percent of the scientific articles cited in patent applications for clinical medicine came from industry research, while 54 percent came from academic centers, 13 percent from government, and the rest from various other public and nonprofit institutions. 12 Remember that these are patent applications for all new drugs and medical innovations, not simply for those ultimately judged to be clinically important. Had the data been limited to major breakthrough drugs, the industry’s role would undoubtedly have been even smaller.
An unpublished internal document produced by the NIH in February 2000, which was obtained by Public Citizen through the Freedom of Information Act, revealed similar percentages. The NIH had selected the five top-selling drugs in 1995 (Zantac, Zovirax, Capoten, Vasotec, and Prozac) and found that sixteen of the seventeen key scientific papers leading to their discovery and development came from outside the industry. (Eli Lilly had sponsored one of the four key studies leading to the development of Prozac.) Looking at all the relevant published research, not just at the key studies, only 15 percent came from industry, whereas 55 percent came from NIH-funded laboratories and 30 percent from foreign academic institutions. 13
A 1997 report by the National Bureau of Economic Research found that of the twenty-one most effective drugs approved between 1965 and 1992, public research was responsible for fifteen. 14 A Boston Globe review of the bestselling fifty drugs approved from 1992 to 1997 found that forty-five of them had received government funding. 15 And so on and so on. There is no question that publicly funded medical research—not the industry itself—is by far the major source of innovative drugs. That is particularly true of drugs for cancer and HIV/AIDS. Merrill Goozner, in his book The $800 Million Pill, recounts in detail the discovery and development of drugs for these diseases, and clearly shows that the driving force was publicly funded researchers. 16
Paying Twice
Given the contributions of taxpayers to big pharma’s products, you might think the drug companies would give us a break in pricing. But you would be wrong. Let’s look at the pricing of Taxol and Gleevec.
When it came on the market, Taxol sold for $10,000 to $20,000 for a year’s treatment—reportedly a twentyfold markup over manufacturing costs. Bristol-Myers Squibb, you will remember, put next to nothing into the initial R & D, although it has since sponsored clinical trials aimed at expanding the uses of the drug. In a blazing act of hubris, the company fought tooth and nail to extend its exclusive rights on Taxol beyond the original five-year term, and managed to win another three years by suing the generic manufacturers who wanted to enter the market. As of 2003, the company had paid royalties to the NIH of only $35 million on its $9 billion in sales of Taxol (the agreement was 0.5 percent in royalties). Going in the other direction, the government paid Bristol-Myers Squibb hundreds of millions of dollars for Taxol through the Medicare program.
Novartis priced Gleevec at about $27,000 for a year’s supply. In a recent book, Daniel Vasella, the chairman and CEO of Novartis, acknowledged that the drug is already profitable. 17 I would think so, given that its development was so rapid and that it qualified for the orphan drug tax credit. He also acknowledged that the price was based partly on the price of interferon, the drug that Gleevec replaced as the recommended treatment for chronic myeloid leukemia. In other words, the price was what the market would bear. In response to the outcry over the staggering price to treat this lethal disease, Novartis announced a discounting policy for patients of limited means. But according to a 2003 article in The New York Times, the plan had not worked very well so far, particularly in poor countries, where only a handful of patients have received the drug free. At a meeting I attended, someone in the audience complained to Vasella that a friend with chronic myeloid leukemia had had difficulty obtaining the discount for which he was said to be qualified. Somehow, I was not surprised. 18
Perhaps the most extreme example of this sort of price gouging is the story of Cerezyme, a synthetic enzyme made by the biotechnology company Genzyme. This drug treats a rare abnormality, called Gaucher’s disease, which affects only about 5,000 people worldwide. The research and early development was done entirely by NIH-funded scientists, two of whom later left their university to start the company and exploit their work. (The major contributor to the early effort, Roscoe Brady, who discovered the cause of Gaucher’s disease, remained at the NIH.) Genzyme charges patients on the order of $200,000 to $300,000 for a year’s supply. According to the author and reporter Merrill Goozner, at least one patient is not grateful to the company. “This is government-developed technology,” said the boy’s father. “This isn’t Genzyme working late at night to help sick people. The NIH did it. But as soon as the government transferred that intellectual property to the company, they lost all control over the pricing.” 19
A more recent example is the story of Roche’s new HIV/AIDS drug, Fuzeon. 20 Approved by the FDA in 2003, this drug is an important advance in AIDS treatment. According to a detailed story by the Wall Street Journal reporter Vanessa Fuhrmans, Fuzeon was discovered at Duke University, developed by a local biotechnology company, and only then acquired by Roche. Despite its minimal contribution to early research and development, Roche charges $20,000 a year for the drug—three times the price of most AIDS drugs. About a fifth of AIDS drugs are purchased by the federal-state AIDS Drug Assistance Programs. These programs simply can’t afford to buy Fuzeon for all the patients who need it, so they are restricting access to it, setting up waiting lists, or tightening income eligibility criteria. In thirteen states, the program has simply stopped providing Fuzeon to new patients. Although Roche is reported to have a patient assistance program, the company declined to tell The Wall Street Journal how many people are in it, and it refuses to provide assistance in states where the drug assistance program restricts access to Fuzeon. We are used to hearing about patients with AIDS in the Third World going without lifesaving treatment, but now it may be happening in the United States. High prices have real, sometimes deadly, consequences.
There Oughta Be a Law—And There Is
This sort of exploitation is not supposed to happen. The Bayh-Dole and Stevenson-Wydler Acts, with subsequent amendments, contained a number of stipulations that would prevent it. 21 First, under “exceptional circumstances,” which are vaguely defined in terms of serving the public interest, the NIH may require that work it supports in medical schools, teaching hospitals, and small biotechnology companies not be patented but remain in the public domain. The same is true of its intramural research. Thus, the right to patent or license NIH-funded work is not automatically assured. Second, Bayh-Dole requires that work licensed to drug companies be made “available to the public on reasonable terms.” That could certainly be interpreted as meaning that it should be priced reasonably. And until 1995, the NIH explicitly required reasonable pricing for drugs stemming from collaborations like the one that led to Taxol. Third, work patented and licensed under the terms of Bayh-Dole must be reported to the NIH, so that the institute can keep track of which drugs originate in that way. If profits are very large, there is a requirement that some part of the royalties be returned to the government. The same is true of intramural research. Fourth, the government retains the right to “march in” and use a licensed drug itself or issue compulsory licenses to other companies if the original company is not fulfilling its obligations. All of these provisions have been pretty much ignored by both industry and academia.
The NIH, too, has been supercasual about fulfilling the terms of the legislation. The fact is that while the NIH represents, and is supported by, the public, it behaves more as if its constituency were the academic medical centers. And there is indeed a revolving door between them. Researchers at medical schools often receive part of their training at the NIH, and of course, NIH scientists and leaders emerge from, and frequently return to, academia. It’s a very tight community, with much inbreeding and a strong common culture. When there was talk of redirecting a small fraction of the royalties received by medical centers back to the government, the NIH actually argued against it.
The NIH has been friendly to big pharma as well. (As we will see, some senior scientists at the NIH have had extensive financial dealings with drug companies.) Under considerable pressure from industry, in 1995, the agency completely abandoned its 1989 policy requiring “a reasonable relationship between the pricing of a licensed product, the public investment in that product, and the health and safety needs of the public.” According to an NIH report, “Shortly after the policy of ‘reasonable pricing’ was introduced, industry objected to it, considering it a form of price control.” 22 And so it was! A well-intended but doomed effort to hold the industry accountable. As a result, companies like Bristol-Myers Squibb could charge whatever they liked for drugs like Taxol.
In 2001, at the behest of Senator Ron Wyden (D-Ore.), the NIH attempted to account for its contributions to a list of the top forty-seven drugs on the market. The fact that four of them (Taxol, Epogen, Procrit, and Neupogen) were developed largely with public funding was widely publicized. What was not publicized was the fact that the NIH did not seem to know one way or another about many of the other forty-three drugs. According to its report, “NIH encountered difficulty in being able to cross-reference NIH grants and contracts that gave rise to inventions with any patents or licenses covering the final product, as well as an inability to identify other federal and/or nonfederal sources of funds that contribute to an inventive technology.” The drug companies claim that this lack of information shows the drugs were developed by them (they often state that “only four” of the forty-seven drugs were developed outside the industry), but there is no reason to assume that. What the facts really show is that the NIH, in violation of the Bayh-Dole Act, failed to keep proper records of patenting and licensing arrangements.
The drug companies are not the only ones to ignore the provisions of Bayh-Dole that have to do with “reasonable terms” and recouping some of the public’s investment. Universities are just as resistant. There is no question that they benefit by high pricing of the fruits of their research. Columbia University, which patented the technology used in the manufacture of Epogen and Cerezyme, collected nearly $300 million in royalties from more than thirty biotechnology companies over the seventeen-year life of the patent. The patent was based on NIH-funded research during the 1970s. Because it is in their interest, universities seldom criticize the exorbitant pricing of drugs that stem from their research.
A Fruitful Public-Private Collaboration?
You might argue that, yes, the ideas for innovative drugs come from outside the industry, but ultimately it is the industry that actually brings drugs to market. Universities can’t put pills in bottles and sell them. Isn’t that just the kind of fruitful public-private collaboration that we should want (and that Bayh-Dole intended)? Publicly funded scientists come up with the ideas and early development, and drug companies put that to practical use. The companies sponsor clinical trials, they convert the drugs to forms that can be safely and readily administered, and they produce and distribute the final products. And sometimes, although rarely, they actually discover an innovative drug on their own. What’s wrong with that?
What’s wrong with it is that the industry is not satisfied to be that sort of “partner.” Instead, it claims far more for itself. It claims to be the innovator, as well as the developer and manufacturer of new drugs. It takes credit for the whole shebang. And on that basis it makes the case that it is more than entitled to its gargantuan profits and all the other special favors it receives—the long periods of exclusive marketing rights, freedom from any price regulation, and huge tax breaks. If the much more modest role big pharma really plays were widely known, if the public knew where the miracles really come from, people would demand that the industry’s rewards be more commensurate with its contributions and that there be some form of public accountability.
The drug companies are now beginning to acknowledge that they are in a dry spell. But they contend that advances in genetic research will shortly open limitless possibilities for the development of important new drugs. And that may be true, although it will probably not happen in the next few years. But note what that claim implies: that the industry is just waiting to feed on research done on the outside. It is treading water, hoping universities and biotechnology companies will turn out a wealth of new ideas. It is waiting for Godot. That is hardly the image a dynamic industry that claims to be the source of innovative research should want to project, but it is the true state of affairs. And it explains why major drug companies are now setting up their R & D operations near important research universities and medical centers, and trolling small companies all over the world for drugs to license.
The industry obscures not only the origin of its innovative drugs but also the fact that those drugs constitute only a small proportion of its total output. Big pharma likes to refer to itself as a “research-based industry,” but it is hardly that. It could best be described as an idea-licensing, pharmaceutical formulating and manufacturing, clinical testing, patenting, and marketing industry. All that takes a lot of money, but the majority of its products are drugs that, in the words of the FDA, “have therapeutic qualities similar to those of one or more already marketed drugs”—in other words, me-too drugs. How me-too drugs came to dominate the market is one of the more shameless chapters in the larger story of the pharmaceutical industry—the one that I’ll address next.
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MY MOTHER HAD MANY FINE QUALITIES, but good cooking was not one of them. Every meal consisted of leftovers. It wasn’t just that leftovers were a supplement. They seemed to be the entire meal. My brother and I often marveled at how she managed this. We eventually settled on what we came to call the big bang theory of Mom’s cooking. Sometime in the distant past, we decided, before we were born, our mother had cooked a single stupendous meal, and the family had been living on it ever since. We were only sorry we had missed that meal.
So it is with big pharma. Every now and then, drug companies bring an innovative drug to market, but mainly they turn out a seemingly inexhaustible supply of leftovers—“me-too” drugs that are versions of drugs in the distant past. But unlike my mother’s mythical first meal, the drug companies seldom do their own cooking. Researchers supported by the National Institutes of Health (NIH) usually do the initial work of drug discovery. Then the drug companies keep stringing out and exploiting those discoveries. 1
As we saw in the last chapter, in the five years 1998 through 2002, 415 new drugs were approved by the Food and Drug Administration (FDA), of which only 14 percent were truly innovative. A further 9 percent were old drugs that had been changed in some way that made them, in the FDA’s view, significant improvements. And the remaining 77 percent? Incredibly, they were all me-too drugs—classified by the agency as being no better than drugs already on the market to treat the same condition. Some of these had different chemical compositions from the originals; most did not. But none were considered improvements. So there you have it. Seventy-seven percent of the pharmaceutical industry’s output consisted of leftovers. 2
This travesty is made possible by one crucial weakness in the law—namely, drug companies have to show the FDA only that new drugs are “effective.” They do not have to show that they are more effective than (or even as effective as) what is already being used for the same condition. They just have to show they are better than nothing. 3 And that is exactly what the companies do. In clinical trials, they compare their new drugs with placebos (sugar pills) instead of with the best current treatment. That is a very low hurdle indeed. In fact, on the basis of placebo-controlled trials, drugs can be approved that are actually worse than drugs already on the market. The last thing drug companies want is a head-to-head comparison. Only when it would be clearly dangerous to human subjects to deprive them of treatment by using a placebo are drug companies likely to compare a new treatment with an old one. That doesn’t happen very often.
This defect in the law is critical in understanding the modern pharmaceutical industry. Almost alone, it has enabled the industry to transform itself into a giant me-too business. If companies had to show their drugs were better than older treatments, there would be far fewer me-too drugs, because not many of them would pass that test. The companies would have no choice but to look for important new drugs, instead of taking the easier and cheaper route of spinning out old ones. But spinning out old ones is what they do. Let’s look at some of the ways they do it.
Patent Extenders
Sometimes it’s simply a matter of extending the life of a blockbuster drug that is going off patent by making a virtually identical drug and shifting users to the new one. The drug just has to be different enough to qualify for a new patent. Take the case of Nexium. Nexium is a heartburn drug of the proton pump inhibitor type made by the British company AstraZeneca. It came on the market in 2001, just as the company’s blockbuster drug for heartburn, Prilosec, was scheduled to go off patent. That was no coincidence. Unless there was a replacement, the loss of the Prilosec patent would have been a devastating blow to AstraZeneca. At $6 billion in annual sales, Prilosec was once the top-selling drug in the world. When the patent expired, it would face competition from generic manufacturers, and its sales would plummet.
So as part of a multifaceted strategy to prevent this loss of revenue (involving, among other things, lawsuits against potential generic manufacturers), AstraZeneca developed an audacious plan. Prilosec is a mixture of an active and a possibly inactive form (called isomers) of the omeprazole molecule. The company would take out a new patent on the active form of the Prilosec molecule, name it Nexium (it wouldn’t have done to call it “Half-o’-Prilosec,” but that is what it was), and promote it as an improvement over Prilosec just in time to switch people over before the Prilosec patent expired. The plan worked. 4
Shortly before the patent on Prilosec was set to expire, the company got FDA approval for the newly patented Nexium. Then it launched a massive advertising campaign to persuade Prilosec users and their doctors that Nexium was somehow better. Very quickly, Nexium became the most heavily advertised drug in the United States. The media was blanketed with Nexium ads—“Today’s purple pill is Nexium, from the makers of Prilosec.” To help with the switch, AstraZeneca priced Nexium slightly below Prilosec, gave discounts to managed care plans and hospitals, barraged doctors with free samples, and even offered coupons in newspapers. The campaign reportedly cost the company a half billion dollars in 2001. Virtually overnight, Nexium—the new purple pill—began to replace Prilosec. Soon the company dropped all references to the older drug in its advertisements. Now they just refer to “the purple pill called Nexium.” It is as though Prilosec never happened. (In fact, Prilosec is now sold over the counter for a fraction of the cost of Nexium.)
Many people know this much of the story, or at least the outlines of it, and they know that such corporate shenanigans are one reason drug prices are so high. But what you may not appreciate is the role of clinical trials. To get FDA approval for Nexium, AstraZeneca had to test it in several clinical trials. Some of these trials merely compared Nexium with placebos to show that it worked better than nothing, since that is all the FDA requires. But four trials compared Nexium head to head with Prilosec (for esophageal erosions), and these were crucial to the marketing strategy. The company wanted to show that Nexium was better than Prilosec—an advance over the older drug.
But note what AstraZeneca did. Instead of comparing likely equivalent doses (which would have been no more than 20 and possibly as little as 10 milligrams of Nexium, versus the standard 20-milligram dose of Prilosec), the company used higher doses of Nexium. It compared 20 milligrams and 40 milligrams of Nexium with 20 milligrams of Prilosec. With the dice loaded in that way, Nexium looked like an improvement—but still only marginally so and in just two of the four trials. 5 In fact, the only surprise is that at the high doses chosen for comparison, Nexium didn’t do better than it did. The logical conclusion might have been simply to double the standard dose of Prilosec, allow generic competition, and forget about Nexium—but that would not have been of help to Astra-Zeneca, only to people with heartburn who object to paying $4 a pill (which in itself might produce heartburn). Tom Scully, the former head of the Centers for Medicare & Medicaid Services, told a group of doctors, “You should be embarrassed if you prescribe Nexium.” 6
The story of Clarinex is similar. This is Schering-Plough’s replacement for its blockbuster allergy drug, Claritin, which went off patent at the end of 2002. 7 The potential loss to the company could hardly be exaggerated. Claritin had sales of $2.7 billion in 2001 and accounted for about a third of Schering-Plough’s revenues. Back in 1987, the company had patented the active metabolite of Claritin—that is, the molecule into which the body converts Claritin, which is entirely responsible for the action of the drug. Late in 2001, it received FDA approval to market the Claritin metabolite under the name Clarinex and began a massive promotional campaign to switch Claritin users to the new drug before Claritin lost its exclusive marketing rights. To that end, it also priced Clarinex slightly below Claritin. Clarinex was approved for the treatment of year-round indoor allergies as well as seasonal outdoor allergies. That means Schering-Plough can market Clarinex as an improvement, even though it is simply what Claritin turns into after it is swallowed. But there is no reason to think Clarinex is an improvement. It was approved for the additional use only because the company decided to test it for that use. If they had tested Claritin for indoor allergies, it would undoubtedly have been the same as Clarinex—because it is the same.
Competing Me-Too Drugs
More often, me-too drugs are made by competing companies, who create their own versions of blockbuster drugs to cut into a market that has already proved both lucrative and expandable. In addition to Prilosec and Nexium, there are three proton pump inhibitors on the market, made by other companies. There are also two competing antihistamines of the Claritin and Clarinex type.
Perhaps the best-known family of me-too drugs is the statins—drugs to lower blood cholesterol levels. 8 In the summer of 2003, the FDA approved the latest of them, AstraZeneca’s Crestor. The original statin drug, Merck’s Mevacor, came on the market in 1987. It was a truly innovative drug, based on research in many university and government laboratories throughout the world. The potential market was huge, since the theory that high cholesterol contributes to heart disease was gaining ground and the “normal” level of cholesterol was being revised downward. Other companies were quick to produce their own statins. Mevacor was joined by the same company’s me-too drug, Zocor, Pfizer’s Lipitor, Bristol-Myers Squibb’s Pravachol, Novartis’s Lescol, and now Crestor. (Bayer’s Baycol had to be removed from the market because, at the approved dose, it caused a deadly side effect.) 9
There is little reason to think one is any better than another at comparable doses. But to get a toehold in the market, me-too statins were sometimes tested for slightly different outcomes in slightly different kinds of patients, then promoted as especially effective for those uses. For instance, a statin might be tested for how well it prevented future heart attacks in patients who had already had one and then promoted as the only statin approved for that use, even though the other statins, if tested in the same kinds of patients, would likely have shown the same effects.
Or a new statin could be compared with an older one in strengths not likely to be equivalent. That is an extremely common way of breaking into the me-too market—not just for statins but for other families of me-too drugs. The FDA approves a drug not just for a particular use but for a specific dose—and that is the dose the company selects for testing in clinical trials. Choosing that dose is something of an art form, then. Recently, for instance, much was made of a trial showing that Pfizer’s Lipitor was more effective in some ways than Bristol-Myers Squibb’s Pravachol. But the study, which began in 1998, compared 80 milligrams of Lipitor with only 40 milligrams of Pravachol. These were the approved doses at the time, but since then an 80-milligram dose of Pravachol has also been approved. 10 Would Lipitor be better than the higher dose of Pravachol? No one can say. Crestor is now promoted as the strongest statin, but that may be because the dose approved by the FDA was relatively high. A larger dose of one of the other statins might be just as good. 11 So whenever a drug company claims its me-too drug is better than another, it is important to ask whether the difference is in the dosing. We also need to remember that higher doses carry greater risks. Some experts worry that Crestor, like Baycol, might prove too dangerous when it comes into widespread use.
Mevacor is now sold as generic lovastatin and is therefore cheaper than the others. But the me-too business relies heavily on marketing, and as a tribute to the fact that nearly anything can be marketed and people persuaded to pay more for it, both Lipitor and Zocor, which are more expensive than lovastatin, were among the top ten drugs in the world in 2002—but not lovastatin. 12 Like Prilosec, Mevacor is no longer mentioned.
Prozac, made by Eli Lilly, was the first of a new type of antidepressant called selective serotonin reuptake inhibitors (SSRIs). It was developed mainly on the basis of research done outside the company. In 1987, the FDA approved Prozac for the treatment of depression; in 1994, for the treatment of obsessive-compulsive disorder; in 1996, for bulimia; and in 1999, for geriatric depression. It rapidly replaced other types of antidepressants because of its milder side effects. Prozac soon accounted for one-quarter of Lilly’s revenues, with annual sales reaching $2.6 billion. Seeing the size of the market and its potential for expansion, other companies began turning out SSRIs. GlaxoSmithKline’s Paxil came on the market in 1997, followed by Pfizer’s Zoloft in 1999. The upstart Forest Laboratories put itself on the map with its SSRI Celexa, then created a me-too of its me-too, called Lexapro. Prozac lost its patent protection in August 2001 and is now sold as generic fluoxetine at about 80 percent less than it used to cost. Nevertheless, the much more expensive Paxil and Zoloft are in the top ten drugs—but not fluoxetine. Like Prilosec and Mevacor, the original Prozac is forgotten.
But that doesn’t mean Eli Lilly just gave up. It tried to stay in the SSRI business by patenting a weekly dosage form of Prozac. And in a move even more audacious than the switches from Prilosec to Nexium or from Claritin to Clarinex, it renamed Prozac Sarafem, colored it pink and lavender, and got FDA approval to market it for “premenstrual dysphoric disorder,” its term for severe premenstrual symptoms. Same drug, same dose, but priced three and a half times higher than generic Prozac at my local pharmacy. 13
Making It in the Me-Too Business
Success in the me-too market depends on several conditions. First, the market has to be large to accommodate all the competing drugs. For that reason, me-too drugs usually target very common, lifelong conditions—like arthritis or depression or high blood pressure or elevated cholesterol. The conditions are not so serious that they are imminently lethal, but they don’t go away, either. Sometimes they are little more than annoyances, like hay fever. Consequently, large numbers of people may take these drugs for years, producing a huge and steady volume of sales. People with uncommon diseases are not of much interest to drug companies, because the market is small. (Witness the initial reluctance of Novartis to undertake development of Gleevec.) Nor are people with transient conditions, like most acute infections. Antibiotics, for example, seldom generate huge revenues (there are exceptions here), because while infections are common, they usually do not last very long. Lethal diseases kill the customer, so drugs to treat them are not usually blockbusters, either.
Second, the market has to consist of paying customers. It doesn’t help the bottom line to turn out drugs for nonpaying customers. That is why the pharmaceutical industry is supremely uninterested in finding drugs to treat tropical diseases, like malaria or sleeping sickness or schistosomiasis (an extremely common Third World disease caused by parasitic worms). Although these diseases are widespread, they are not important to the industry, since those who suffer from them are in countries too poor to buy drugs. Of all the drugs approved in the past two decades, only a tiny fraction were for tropical diseases. The contrast with the cornucopia of drugs to lower cholesterol or treat mood disorders or hay fever or heartburn is dismaying. Even some diseases that strike people in rich countries as well as poor ones, like tuberculosis, are not of great interest to big pharma, since they occur mainly in pockets of poverty.
Third, the market has to be not only large but highly elastic, so it can expand. Recently, for instance, the market for blood pressure medication was increased when an expert panel changed the definition of high blood pressure (hypertension). For many years, it was defined as a blood pressure above 140 over 90. But this panel decided to recognize something it called prehypertension. 14 This, they said, is a blood pressure between 120 over 80 and 140 over 90. Overnight, people with blood pressures in this range found they had a medical condition. Although the panel recommended that prehypertension generally be treated first with diet and exercise, human nature being what it is, many people will almost certainly prefer to be treated with drugs. That expansion in the definition will add millions of customers for blood pressure drugs—despite the absence of convincing evidence of their benefit in this group.
Similarly, the cutoff for high cholesterol has been lowered over the years. Once it was reserved for blood cholesterol levels over 280 milligrams per deciliter. Then it was lowered to 240, and now most doctors try to knock cholesterol down to below 200. As with prehypertension, many doctors will recommend diet and exercise to achieve that level, but people find that advice very difficult to put into practice, and the next step is to reach for a statin. That’s why Lipitor was the top-selling drug in the world in 2002, and its competitor Zocor was second. I am not arguing that cholesterol levels shouldn’t be lowered, only that this market is easily expanded and therefore rich territory for me-too drugs.
Markets can be created, as well as enlarged. Some of the normal accompaniments of aging are now treated as diseases. Over the past few decades, hundreds of millions of women have taken hormones for postmenopausal symptoms. Now many older men are being treated with testosterone patches for “testosterone deficiency,” and sometimes with growth hormone, as a sort of all-purpose tonic.
Once upon a time, drug companies promoted drugs to treat diseases. Now it is often the opposite. They promote diseases to fit their drugs. Nearly everyone experiences heartburn from time to time. The remedy used to be a glass of milk or an over-the-counter antacid to relieve the symptoms. But now heartburn is called “acid reflux disease” or “gastroesophageal reflux disease (GERD)” and marketed, along with the drugs to treat it, as a harbinger of serious esophageal disease—which it usually is not. As a result, in 2002, Prilosec was the third best selling drug in the world (Nexium had not yet had a chance to replace it), and its competitor Prevacid was seventh.
Similarly, most young women experience at least some premenstrual tension from time to time. Lilly’s launch of Sarafem made premenstrual symptoms a disease—now called “premenstrual dysphoric disorder (PMDD).” It is not yet officially recognized in the psychiatric diagnostic manual, but given the influence of the industry, I would not be surprised if it is in the next edition. While the company defines PMDD as particularly severe premenstrual symptoms, the message is clear—there is a pill for it, so why not buy it? Some women feel duped when they learn Sarafem is just Prozac in another color at a higher price, but Lilly, understandably, does not advertise that fact. Zoloft, one of the SSRI me-too drugs, quickly got into the act and was also approved for PMDD.
As the whole world knows, there is now a condition recently christened “erectile dysfunction,” and a drug, Viagra, and two me-toos, Levitra and Cialis, to treat it. Advertisements for these drugs feature not decrepit old men but young athletes. The implication is obvious. Any episode of impotence, no matter how rare and how mild, is “erectile dysfunction,” there is a pill for it, and if this macho quarterback is not too embarrassed to ask for it, you don’t have to be, either. 15
Me-too drugs often worm their way into lucrative markets and then expand those markets by coming up with slightly different uses. As I mentioned earlier, the FDA doesn’t just approve a new drug. It approves it for a particular use and at a particular dose. If a company tests a drug for a use slightly different from those of other drugs in the class, no other company can promote it for that purpose. It doesn’t matter how obvious the new use is, or how closely related to the use for which the original drug was approved. The aim is simply to find some basis for marketing your me-too drug as an improvement. Clarinex was tested for indoor allergies to differentiate it from its parent drug, Claritin. Even after initial FDA approval, companies continue to do Phase IV trials to look for new uses, get new patents, and extend marketing rights.
All of these dubious techniques have seen their apogee in the marketing of SSRI antidepressants. Prozac, you will remember, was approved not only for depression but also for a series of related disorders. The me-too manufacturers simply expanded the list of psychiatric disorders. GlaxoSmithKline’s Paxil, for instance, was approved to treat something called “social anxiety disorder”—said to be a debilitating form of shyness. But what shy person has not from time to time found this trait debilitating? As the bioethicist Carl Elliott put it, “The way to sell drugs is to sell psychiatric illness. If you are Paxil and you are the only manufacturer who has the drug for social anxiety disorder, it’s in your interest to broaden the category as far as possible and make the borders as fuzzy as possible.” 16 The fact that few psychiatric disorders have objective criteria for diagnosis makes these disorders easier to expand than most physical illnesses. According to The Washington Post, Barry Brand, Paxil’s product director, told the journal Advertising Age, “Every marketer’s dream is to find an unidentified or unknown market and develop it. That’s what we were able to do with social anxiety disorder.” 17
Paxil was also approved for “generalized [my italics] anxiety disorder,” and shortly after September 11, 2001, the company launched an ambitious campaign promoting the drug for this use. Commercials showed images of the World Trade Center towers collapsing. And who didn’t feel anxious about that? But the implication was that even this perfectly appropriate (and, for most people, temporary) anxiety should be treated with drugs. The New York Times columnist Maureen Dowd summed it up best: “The more anxious the companies feel about profits, the more generalized the generalized anxiety disorders get.” 18
Justifying Me-Too Drugs
How do drug companies justify all the me-too drugs? They use two arguments. First, they say the competition keeps prices down. And second, they say that it is good to have more than one drug to treat a condition, because if the first one doesn’t work for a particular individual, the second one might. Does either of these arguments have merit?
The first certainly doesn’t. There is almost no evidence of price competition in the me-too business. When the first me-too comes on the market, the price of the original drug does not drop. That is because me-too drugs are not promoted on the basis of price. Have you ever heard Lipitor being advertised as cheaper than Zocor, or vice versa? Instead, they are marketed as being especially effective or safe—usually in total disregard of the fact that since clinical trials almost never compare me-too drugs with one another for the same condition at equivalent doses, no one can say which is more effective. Or they are promoted as the only drug to treat some particular aspect of the general condition—also in total disregard of the fact that the other drugs were not tested for that wrinkle but probably would be just as good. The me-too market operates more like an oligopoly than like a competitive market; it is simply expanded and shared. I can’t think of any other industry in which price is almost never mentioned in advertising.
The second argument is based on the quite reasonable-sounding assumption that in drugs, as in socks, one size does not fit all. Big pharma argues that very similar drugs may vary in their effects from patient to patient, so it is important to have choices. But while that sounds reasonable, there is little evidence to support the notion that if a particular drug doesn’t work for a patient, a virtually identical one will. Or if one drug causes side effects, another one won’t. The companies could easily test that proposition. They could test their me-too drugs in patients who have not done well on the first one. But they don’t do that, probably because they don’t really want to know the results—if Prilosec doesn’t work, Nexium probably won’t, either. They simply compare their me-too drugs with placebos. But unless the proposition is tested in proper clinical trials, there is no way to know whether it is true. Anecdotes about individual patients are no substitute.
So the idea that patients respond differently to me-too drugs is merely an untested—and self-serving—hypothesis. But let’s assume for the moment that it is true. That would still not justify having four or more me-too drugs, as is now the case for many conditions. One or two would do. I know of no rationale for, say, the seven brand-name angiotensin-converting-enzyme (ACE) inhibitors that are sold to treat high blood pressure and heart failure. No less an authority than Dr. Robert Temple, the FDA’s associate director of medical policy, said of me-too drugs, “I generally assume these drugs are all the same unless somebody goes out and proves differently. I don’t think you lose much if you just always use the cheapest drugs.” 19
Scarcity amid Plenty
While me-too drugs flood the market, there are growing shortages of some important, even lifesaving drugs. 20 If companies find drugs unprofitable, they just stop making them. Sometimes companies decide to stop making important drugs to free up production capacity for drugs with bigger market potential—often me-too drugs. The FDA requires six months’ notice if the sole manufacturer of a “medically necessary” drug decides to stop making it, but that requirement is often honored in the breach. According to Mark Goldberger, an FDA official, “We have to give approval for companies to make the drugs, but companies can leave the market anytime they wish.” 21 In 2001, there were serious shortages of many important drugs, including certain anesthetics, antivenins for poisonous snakebites, steroids for premature infants, antidotes for certain drug overdoses, an anticlotting drug for hemophilia, an injectable drug used in cardiac resuscitation, an antibiotic for gonorrhea, a drug to induce labor in childbirth, and vaccines against flu and pneumonia in adults.
Perhaps the worst shortages are of childhood vaccines. In 2000, the supply of the combined vaccine against diphtheria, tetanus, and whooping cough was so short that the U.S. Centers for Disease Control (CDC) recommended that infants receive only the first three of the five recommended doses. Booster shots were eliminated. The agency also suggested deferral of the second dose of the measles, mumps, and German measles vaccine and of the chickenpox vaccine. While those shortages have eased somewhat, so that the CDC recommended resumption of the usual schedule in late 2002, the situation remains precarious because fewer drug companies are bothering to make vaccines. There are now just four such companies, compared with about four times that many twenty years ago.
In 1994, the CDC capped prices of childhood vaccines the agency purchased for use in public health centers throughout the country—the source for most children in the United States. Some companies then stopped selling vaccines to the government, although they continued to supply private doctors and health plans at much higher prices. There is no doubt that drug companies could not make as much on childhood vaccines as they could on remedies for high cholesterol or erectile dysfunction, but were they taking a loss? Drug company profits are so large that one would hope the companies would be willing to make less profitable but vital drugs as a social service—and a thank-you to the public that subsidizes them so handsomely. But that is not the way this industry works. It all comes down to dollars and cents. As a spokesman for American Home Products (now Wyeth) explained when his company stopped making isoproterenol, a drug used in cardiac resuscitation, “It was strictly a business decision.” 22 If you get bitten by a rattlesnake, you may not be able to get antivenin, but you can certainly get something for your cholesterol.
You might ask why the FDA doesn’t do something about all the machinations that make the me-too business not only possible but the order of the day. Isn’t there some way big pharma can be reined in? You might also ask why doctors continue to write prescriptions for expensive me-too drugs, even when the originals have gone off patent and are much cheaper. These are key questions I’ll discuss in later chapters. Suffice it to say here that neither the FDA nor the medical profession seems much inclined to exercise the authority they have. In short, there does not seem to be much hope in the near term that the pharmaceutical industry will stop flooding the market with me-too drugs, and trying to persuade us that one is different from another. So get ready for the next new Crestor and the next new Lexapro and, of course, the next new Cialis.
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HOW DO WE KNOW PRESCRIPTION drugs are any good? You might answer that doctors wouldn’t use them if they weren’t. Doctors, you might say, know what works by experience, and so do their patients. But experience can be highly misleading. The assumption that a drug works if a patient gets better does not allow for natural variations in the illness, for the placebo effect (the tendency of both doctors and patients to imagine a drug is working), for all the other times when the drug might fail, or for the possibility that another drug might have worked better. That is why clinical trials are required by the Food and Drug Administration (FDA). Only by testing drugs in large numbers of people under rigorously controlled conditions can we really know what works and how well it works.
Okay, you might say, I’ll buy that. Still, we know drugs work because otherwise the FDA would not approve them. After all, drug companies can’t bring new drugs to market until they have carried out clinical trials to show they’re safe and effective. But that raises another problem. Can we believe those trials? After all, that crucial last stage of research and development is usually sponsored by the company that makes the drug, even if the early research was done elsewhere. Is there some way companies can rig clinical trials to make their drugs look better than they are? Unfortunately, the answer is yes. Trials can be rigged in a dozen ways, and it happens all the time.
A Wake-Up Call
Let’s start by looking at one of the few recent drug trials not sponsored by a drug company. Called ALLHAT (short for Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial), this was a mammoth trial of the treatment of high blood pressure (hypertension). 1 Although it received some support from Pfizer, it was mainly supported and organized by the National Heart, Lung, and Blood Institute—a part of the National Institutes of Health (NIH). The ALLHAT study was eight years long and involved over 42,000 people at more than six hundred clinics, the largest clinical trial of the treatment of high blood pressure ever done. It compared four types of drugs: (1) a calcium channel blocker—sold by Pfizer as Norvasc, the fifth-best-selling drug in the world in 2002; 2 (2) an alpha-adrenergic blocker—sold by Pfizer as Cardura, and also sold generically as doxazosin; (3) an angiotensin-converting-enzyme (ACE) inhibitor—sold by AstraZeneca as Zestril and by Merck as Prinivil, and also sold generically as lisinopril; and (4) a generic diuretic (“water pill”) of a type that has been on the market for over fifty years.
The results, reported in 2002 in The Journal of the American Medical Association, were startling. To nearly everyone’s surprise, the old-time diuretic turned out to be just as good for lowering blood pressure, and actually better for preventing some of the devastating complications of high blood pressure—mainly heart disease and strokes. Participants treated with the diuretic were much less likely to develop heart failure than those treated with Norvasc. And they were less likely to develop heart failure, strokes, and a number of other complications than those treated with the ACE inhibitor. As for Cardura, that part of the trial had to be stopped early, because so many people who received that drug developed heart failure. The director of the National Heart, Lung, and Blood Institute was unequivocal in his conclusion: “ALLHAT shows that diuretics are the best choice to treat hypertension, both medically and economically.” 3
Yet over the years the newer drugs had largely supplanted diuretics as treatment for high blood pressure. Diuretics were not promoted because generic manufacturers don’t usually spend money on marketing. In contrast, when the new drugs came on the market, they were promoted incessantly. In 1996, for example, Norvasc was the most heavily advertised drug in The New England Journal of Medicine, but there was not a single ad for diuretics. 4 As you might guess, the use of diuretics plummeted. Whereas in 1982 they accounted for 56 percent of prescriptions written for high blood pressure, ten years later, after ACE inhibitors and calcium channel blockers hit the market, they accounted for only 27 percent. In general, the newer the drug, the better it sells. If you look at the top fifty drugs used by senior citizens in 2001, Norvasc was number two. Three brand-name ACE inhibitors were also in the top fifty. But diuretics like the one that proved superior in ALLHAT appeared nowhere on that list. 5
And look at the costs. Diuretics were priced at about $37 a year in 2002 (among the cheapest drugs on the market), compared with $715 for Norvasc and $230 for a generic ACE inhibitor. 6 So people with high blood pressure who use Norvasc get to pay nineteen times more for the privilege of taking a drug that is no better, and probably worse, than a diuretic. The cost in health may be worse. High blood pressure is extremely common—about 24 million Americans are now being treated for it. If the ALLHAT findings are correct, a great many people may have suffered serious complications that could have been avoided if they had been treated with diuretics. As Dr. Curt Furberg, the principal author of ALLHAT, put it, “We find out now that we’ve wasted a lot of money. In addition, [the current practice] has probably caused harm to patients.” 7
Why didn’t we learn a long time ago that the new drugs were not as good as the old ones? Well, to begin with, no one tried to find out. The last thing drug companies want is a head-to-head comparison with older drugs. So the new drugs were approved mainly because—in accord with the minimal FDA requirements—they were shown to be better than placebos. With few exceptions, no one wanted to know how they compared with a diuretic—or with one another, for that matter. New drugs came to market because they were better than nothing, then were promoted as though they were great advances in medicine. Since ALLHAT, industry apologists have protested that most people with high blood pressure need more than one drug, so new agents are indeed important. That is true but disingenuous. Drug companies tested and promoted their blood pressure drugs not as supplements but as first-line treatments.
Studies like ALLHAT are rare. The NIH does not ordinarily conduct clinical trials of drugs. It focuses on basic research into the underlying mechanisms of disease and leaves drug testing to the companies that manufacture the drugs. But sometimes it makes exceptions. The ALLHAT study was begun in 1994 because people were increasingly unhappy with the fact that no one knew which of the one hundred blood pressure drugs belonging to seven drug classes was best for the first-line treatment of hypertension. Of course, no single study can be considered the last word on this question. In fact, a subsequent, smaller Australian study comparing Merck’s Prinivil with a diuretic indicated that Prinivil was slightly better. 8 But the ALLHAT study was a wake-up call. It raised the possibility that the “miracles” big pharma is so proud of really aren’t miracles at all. Maybe many new drugs are actually worse than old ones. Unless we test the new against the old, head to head, there is simply no way to know.
The Research Enterprise
How do doctors decide which drugs to use for their patients? Some of them, unfortunately, depend on drug company marketing—the subject of the next chapter. But most doctors depend, at least in part, on a number of supposedly unbiased sources of information. They read medical journals to find out about new research and how to interpret it; they use textbooks to see what conclusions the expert authors draw from the overall body of scientific evidence; and they go to meetings and continuing medical education courses to hear from these experts (called “thought leaders”) firsthand. These last two sources are, in fact, derivatives of the first. Textbooks and the thoughts of thought leaders are no better than the evidence on which they are based. And that evidence comes from research reports in medical journals. So it is crucial that those reports be unbiased. Are they?
Increasingly, the answer is no. As I have said, most clinical research on drugs is sponsored by the companies that make them. By itself, industry sponsorship does not mean the research is biased. But in addition, drug companies now have considerable control over the way the research is carried out and reported. That is new. Until the 1980s, researchers were largely independent of the companies that sponsored their work. Drug companies would give a grant to an academic medical center, then step back and wait for faculty researchers to produce the results. They hoped their product would look good, but they had no way of knowing for sure. They certainly did not attempt to tell the researchers how to run their clinical trials. Now, however, companies are involved in every detail of the research—from design of the study through analysis of the data to the decision whether to publish the results. That involvement has made bias not only possible but extremely likely. Researchers don’t control clinical trials anymore; sponsors do.
Why the change? It comes down to the immense growth in industry wealth and influence since the watershed year of 1980. As they became richer, more powerful, and more profit-driven, drug companies became less willing to sit back and wait for academic researchers to produce their results. For one thing, the trials ate into the patent life of drugs, and for another, just waiting was too uncertain. The research findings could go against them. So instead of relying on academic centers to test their drugs, drug companies turned to the new for-profit research industry that grew up to serve them—the contract research organizations I described in Chapter 2. As you will remember, these companies contract with private doctors to collect data on patients in their offices according to company instructions. The doctors are not themselves trained researchers, so they simply do what they are told—or risk losing their lucrative deals with the contractors. The contract research organizations, in turn, answer only to big pharma. That means the drug companies have nearly total control over these trials.
The academic medical centers were unhappy to lose drug company contracts—even though they were a small fraction of their research income. Whereas in 1990, about 80 percent of industry-sponsored trials were done at academic institutions, within a decade that share had dropped to less than 40 percent. The loss came at a time when many medical schools and teaching hospitals were in financial trouble because of shrinking reimbursements from patient care and reduced support for medical education. So they began to compete with contract research organizations the only way they could—by becoming more accommodating to pharmaceutical sponsors. When companies insisted on controlling the way clinical trials were done, they met remarkably little resistance.
Furthermore, the whole context of academic-industry relations had changed. With the 1980 Bayh-Dole legislation, the traditional boundaries between academia and industry were blurred. Academic medical centers now saw themselves as “partners” of the pharmaceutical industry in common endeavors—and junior partners, at that. Consider some of the academic-industrial arrangements at Harvard University. 9 The Dana-Farber Cancer Institute, a Harvard hospital, has a deal that gives Novartis rights to discoveries that lead to new cancer drugs. The Japanese cosmetic maker Shiseido gave Harvard’s Massachusetts General Hospital $180 million over ten years for first rights to discoveries by faculty dermatologists. Merck is building a twelve-story research facility next door to Harvard Medical School. Both sides expect a close, multifaceted collaboration, although the terms have not yet been announced. Partners HealthCare, a pair of Harvard teaching hospitals, issued a request for faculty applications to be part of a “Partners Faculty Exchange Program” with Millennium Pharmaceuticals. It promised that, as part of Partners’ collaboration with Millennium, “interested faculty will be integrated into Millennium project teams.” Harvard is not unique. One recent survey showed that two-thirds of academic medical centers hold equity in start-up companies that sponsor some of their research. 10 The drug companies, for their part, are generous to the medical schools. In Harvard Medical School’s Dean’s Report for 2003–4, for instance, the list of benefactors included about a dozen of the largest drug companies. So it was just part of the new climate to do clinical trials pretty much the way the pharmaceutical industry wanted them done.
As a result, drug companies now design clinical trials to be carried out by researchers who are little more than hired hands—whether the trials are in academic centers or in physicians’ offices. Sponsoring companies keep the data, and in multicenter trials, they may not even let the researchers themselves see all of it. They also analyze and interpret the results, and decide what, if anything, should be published. The authors of a recent survey of academic policies on the matter concluded, “We found that academic institutions rarely ensure that their investigators have full participation in the design of the trials, unimpeded access to trial data, and the right to publish their findings.” 11 All of this makes a mockery of the traditional role of researchers as independent and impartial scientists. Academic institutions and their faculties vary in how much control they are willing to cede to sponsors, but in general, they cede much more than they should. Contract research organizations and their networks of private doctors cede most of it.
If faculty researchers have lost much of their independence, they’ve gained in other ways. Many of them have lucrative financial arrangements with drug company sponsors that would have been impossible twenty years ago. Researchers serve as consultants to companies whose products they are studying, become paid members of advisory boards and speakers’ bureaus, enter into patent and royalty arrangements together with their institutions, promote drugs and devices at company-sponsored symposiums, and allow themselves to be plied with expensive gifts and trips to luxurious settings. Many also have equity interest in the companies. These kinds of deals can add significantly to their salaries. The head of the Department of Psychiatry at Brown University Medical School, for instance, was reported by The Boston Globe to have made over $500,000 in consulting fees in 1998. 12 It’s hard to believe that close and remunerative personal ties with drug companies do not add to the strong pro-industry bias in medical research and education. Big pharma not only controls the details of the way clinical trials are performed, but as backup, it also seeks to win the hearts and minds of researchers.
One of the more sobering indications of the extent to which big pharma has compromised the research community is its extensive inroads into the NIH itself. This agency funds the lion’s share of basic medical research throughout the country, using taxpayer dollars. It is supposed to award grants entirely on the basis of scientific merit, and conduct its own research, including the selection of industry collaborators, entirely in the public interest—free from commercial considerations. But a 2003 piece of investigative reporting by David Willman in the Los Angeles Times called that picture into serious question. 13 Willman found that senior NIH scientists (who are among the highest paid employees in the government) routinely supplement their income by accepting large consulting fees and stock options from drug companies that have dealings with the institutes. At one time, most of these kinds of connections would have been prohibited, but in 1995, the then director of the institutes, Harold Varmus, with a stroke of the pen, lifted the restrictions. After that, the NIH placed no limits on the amount of money its scientists could earn from outside work or the time they could devote to it.
According to Willman, senior scientists with financial ties to industry included the director of the National Institute of Arthritis and Musculoskeletal and Skin Diseases, the director of the NIH Clinical Center (the main site for human subjects research), the former director of the division of diabetes, endocrine, and metabolic diseases at the National Institute of Diabetes and Digestive and Kidney Diseases, and the former director of the National Human Genome Research Institute. Some NIH scientists made hundreds of thousands of dollars in consulting fees. The deputy director of the Laboratory of Immunology, for instance, whose salary was $179,000 in 2003, was reported to have collected more than $1.4 million in consulting fees over eleven years and received stock options valued at $865,000.
It is impossible to know to what extent these financial deals influenced NIH judgments about grants, research priorities, or the interpretation of results, but they certainly are cause for concern. Outside activities were said to be approved by supervisors, and scientists supposedly excused themselves from direct involvement in decisions that affected their outside clients, but Willman reported instances in which even those minimal restrictions seem to have been ignored. Moreover, the NIH did not even require most senior scientists to file public disclosures of their outside income. (That was accomplished by jiggering the pay scale in such a way that highly paid scientists were included with those with lower salaries, who were not required to disclose conflicts of interest.) The result was that, as of 2003, more than 94 percent of the agency’s 2259 top scientists did not have to reveal their outside consulting income.
In an editorial in the Los Angeles Times that accompanied the Willman revelations, the paper got it exactly right: “The pharmaceutical industry is everywhere in Washington, all but writing the Medicare prescription drug bill, fielding more lobbyists than there are members of Congress, flinging gifts and trips at doctors and trying to prevent double-blind drug trials that pit one drug against another, instead of against a placebo.” It concluded, “Willman’s story, shocking as it is, is just one piece of an unwholesome picture. Congress helped make this system and can help unmake it. Start with high-level hearings. Repeal the most destructive portions of the Bayh-Dole Act. Above all, restore the integrity of the National Institutes of Health.” 14 In January 2004, the Senate Appropriations Subcommittee on Labor, Health and Human Services, and Education had begun to hold hearings on the matter, and the Department of Health and Human Services inspector general and the U.S. General Accounting Office launched their own inquiries. As might be anticipated under these circumstances, the NIH director appointed a Blue Ribbon Panel on Conflict of Interest Policies.
Bias—And Lots of It
Not surprisingly, bias is now rampant in drug trials. 15 A recent survey found that industry-sponsored research was nearly four times as likely to be favorable to the company’s product as NIH-sponsored research (despite the Willman revelations). 16 That is in accord with a large body of evidence showing that researchers with industry connections are far more likely to favor company products. In the case of calcium channel blockers like Norvasc, for instance, one survey of seventy articles about their safety found that 96 percent of authors who were supportive of the drugs had financial ties to the companies that made them, whereas only 37 percent of authors who were critical had such ties. 17
I will not detail all the ways research can be biased. 18 But a few are worth mentioning. Sometimes, bias is just a matter of spin—researchers extol a drug even though the results do not support their enthusiasm. One recent survey showed that authors of industry-funded studies were more than five times as likely to recommend the company drug as authors of studies funded by nonprofit organizations—regardless of the actual results. 19 But often, bias is built into the study design, as is the case with placebo-controlled clinical trials. Almost inevitably new me-too drugs seem to be effective. But in fact, as shown by ALLHAT, if they were compared with drugs already on the market, they might be revealed to be less effective. Researchers even in the most prestigious medical centers go along with loading the dice this way, because sponsors insist on it. The information from such trials may be of very little use to practicing doctors, who usually are not interested in whether a new drug is better than nothing. They want to know whether it is better than what they are already using.
Another way to load the dice is to enroll only young subjects in trials, even if the drugs being tested are meant to be used mainly in older people. Because young people generally experience fewer side effects, drugs will look safer in these trials than they would in practice. Another is to compare the new drug not just with a placebo but with an old drug given at too low a dose. In the last chapter, I described how this was done with the statins. This bias was also present in many trials of nonsteroidal anti-inflammatory drugs (NSAIDS). (These are drugs like Naprosyn that are taken mainly for arthritis.) The new NSAIDS looked better because the comparison drugs were given at lower doses. Or the old drug can be administered incorrectly. That was true of trials comparing fluconazole with an older drug, amphotericin B, to treat fungus infections in patients with AIDS. Amphotericin B was administered orally, which dramatically cuts down on its effectiveness. Not surprisingly, the trials were sponsored by the makers of fluconazole. Or trials can be designed to be too brief to be meaningful. That is true of many trials of drugs that need to be taken long term. Blood pressure trials usually last for just a few months, and antidepressant trials for a few weeks, yet patients may have to take these kinds of drugs for years. Some treatments look pretty good for a short time but are not effective and may even be harmful for long-term use.
One of the most common ways to bias trials is to present only part of the data—the part that makes the product look good—and ignore the rest. That happened in a clinical trial of the arthritis drug Celebrex. A study sponsored by the drug company that makes it, Pharmacia (since acquired by Pfizer), ostensibly showed that Celebrex caused fewer side effects than two older arthritis drugs. These results were published, along with a favorable editorial, in The Journal of the American Medical Association. Not until after publication did the editors learn that the results were based on only the first six months of a yearlong trial. When the entire trial was analyzed, there was no advantage to Celebrex. The editorialist was understandably outraged. The Washington Post quoted him as saying, “I am furious. . . . I wrote the editorial. I looked like a fool. But . . . all I had available to me was the data presented in the article.” And the editor of the journal said, “I am disheartened to hear that they had those data [the second six months] at the time that they submitted [the manuscript] to us. We are functioning on a level of trust that was, perhaps, broken.” 20
Suppressing Things You Don’t Like
The most dramatic form of bias is out-and-out suppression of negative results. That is easily done in privately run trials, but it also occurs in trials done at academic centers. There have been several widely publicized cases. It’s instructive to look at one of them. 21 In 1996, a biotechnology company called Immune Response Corporation contracted with Dr. James O. Kahn of the University of California at San Francisco and Dr. Stephen W. Lagakos of the Harvard School of Public Health to conduct a multicenter trial of its drug Remune. This drug was supposed to slow the progression of AIDS by boosting the immune system, and the company was seeking FDA approval to market it as a “therapeutic vaccine.” Kahn and Lagakos undertook the trial, which was carried out in 2500 HIV-infected patients at seventy-seven medical centers. But the company held the data.
After three years, it became clear that Remune was not effective. But the company objected to Kahn and Lagakos presenting the results as negative (meaning that the vaccine had no effect). It wanted them to include in their paper an analysis of a subgroup of patients that it said showed positive effects. Kahn and Lagakos refused, saying that the company’s analysis was not in accord with scientific standards. Immune Response then threatened to withhold the final 5 to 10 percent of data if the investigators did not agree to include the company’s analysis. Finally, after much pulling and tugging, the company agreed to turn over the remaining data, but only on condition that it be given the right to approve the paper. Kahn and Lagakos again refused. On the basis of the data they already had (which was enough), they published a negative report in The Journal of the American Medical Association. Immune Response filed a multimillion-dollar claim against Kahn and his university, alleging harm to its business. (The company eventually lost.)
It is interesting to look behind the scenes in this dispute. The contract between the company and the researchers contained the seeds of the problems that developed. While it did not give Immune Response veto power over publication, it did involve the company in every detail of the work. It set up a five-person committee that included the company’s medical director to write the paper; it stipulated that Kahn would keep the company abreast of the progress of the trial; and it provided for the company to see the final paper before submission for publication. When it became clear that the trial was negative, the company asserted the right to do the analysis. The president and CEO of Immune Response later complained, “Just put yourself in my position. I spent over $30 million. I would think I have certain rights.” 22 He really seemed to think he had a “right” to favorable results.
Kahn and Lagakos showed courage and integrity in sticking to their guns. It is essential that clinical research be conducted with impartiality, which means sponsors must be kept at arm’s length. Many researchers simply accept the will of sponsors or cave in under pressure. But the conditions of the contract were in a sense the camel’s nose under the tent. By involving the company in all aspects of the trial, even including the medical director as a coauthor, Kahn and Lagakos were virtually inviting the camel inside. The company had a clear conflict of interest. Yet by today’s standards, the contract gave Kahn and Lagakos an unusual amount of independence. Many current contracts give companies far more control.
So What Do We Really Know?
When a drug company applies to the FDA for approval of a new drug, it is required to submit results from every one of the clinical trials it has sponsored. But it is not required to publish them. The FDA may approve the drug on the basis of minimal evidence. For example, the agency usually requires simply that the drug work better than a placebo in two clinical trials, even if it doesn’t in other trials. But companies publish only the positive results, not the negative ones. Often, in fact, they publish positive results more than once, in slightly different forms in different journals. The FDA has no control over this selective publishing. The practice leads doctors to believe that drugs are much better than they are, and the public comes to share this belief, on the basis of media reports. There is a general inflation in the notion of the good that drugs can do (and a deflation in concern about side effects).
Take the case of antidepressants. Among the top ten drugs in 2002 were two antidepressants of the SSRI type—Zoloft and Paxil. It is generally accepted that SSRIs are highly effective drugs. Millions of Americans take them, and many psychiatrists and primary care doctors swear by them. But a recent study throws doubt on the general enthusiasm. Using the Freedom of Information Act (a law that allows citizens to obtain government documents), the authors obtained FDA reviews of every placebo-controlled clinical trial submitted for initial approval of the six most widely used antidepressant drugs approved between 1987 and 1999—Prozac, Paxil, Zoloft, Celexa, Serzone, and Effexor (all but the last two are SSRIs). 23 As is typical, most of the forty-two clinical trials lasted for just six weeks.
Their findings were sobering. On average, placebos were 80 percent as effective as the drugs. And the difference between drug and placebo was only about two points on the sixty-two-point Hamilton Depression Scale (a measure of the severity of depression). While that is statistically significant, it is very unlikely to be of any clinical importance. The results were much the same for all six drugs. These figures, of course, are averages, and it is possible that certain types of patients have much better (or worse) responses. But the point is that, based on all the evidence, not just what the drug companies published, the new antidepressants certainly do not look like the miracle drugs we have been led to believe they are. More recently, there have been serious charges that manufacturers of SSRIs have suppressed data indicating that the drugs are not only ineffective but sometimes dangerous in children. 24
Another recent NIH study is also instructive. For decades, women have been taking estrogen and progesterone hormone replacement therapy, not just to treat the symptoms of menopause but also in the belief that it will prevent heart disease. That belief was based mainly on industry-sponsored studies. But now a large NIH clinical trial indicates that, instead of preventing heart disease, combination hormone replacement actually increases it. This trial underscores the fact that we need to question how reliable publications from industry-sponsored research really are.
I do not want to sound like a nihilist or a Luddite. I know very well that as a result of innovative research and development—in both academia and industry—we have available to us many drugs of immense importance. No one would want to be without, say, insulin for diabetes, antimicrobial agents to fight infections, vaccines to prevent a host of serious diseases, anticlotting agents to treat heart attacks, chemotherapy for cancer, a panoply of effective painkillers and anesthetics, and many others. Gleevec is a major advance, as are Epogen and Taxol. Prilosec is important, too, as are statins and ACE inhibitors and many other drugs. All of these agents have extended and greatly improved our lives. I would not have spent my professional life at The New England Journal of Medicine if I did not deeply believe in the value of medical research and innovative treatments.
So I do not mean to suggest that prescription drugs are generally useless or dangerous or some sort of hoax. What I do mean to suggest is that many of them may be, particularly new me-too drugs that have been tested by companies and researchers with financial interests in the outcomes. Are new drugs any better than old ones? Are they worse? The worrying answer is that frequently we just don’t know. Too often, all we have is bias and hype.
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IN 2001, DRUG COMPANIES GAVE DOCTORS nearly $11 billion worth of “free samples.” These were almost always the newest, most expensive me-too drugs. The companies knew that when the free samples ran out, you and your doctor would be hooked on them. The drugs weren’t really free, of course. The costs were simply added on to drug prices (these firms are not charities).
The same year, drug companies sent some 88,000 sales representatives around to doctors’ offices to hand out the free samples, plus lots of personal gifts, and talk up company products. 1 The industry claims it spent another $5.5 billion on this activity, an amount that seems much too low to me, since it is unlikely to have cost only $62,500—$5.5 billion divided by 88,000—for each sales representative’s salary, benefits, travel costs, and gift giving. 2 But whatever the amount, you paid for it. And you continue to pay for it.
You also pay for a nearly infinite variety of promotions directed at you, not your doctor. Here the expectation is that you will ask your doctor to prescribe the drugs for you. For instance, GlaxoSmithKline and its co-marketer Bayer signed a deal with the National Football League to promote their me-too drug Levitra to compete with Viagra for the huge “erectile dysfunction” market. Reportedly the deal cost the companies $20 million. In addition to exclusive league sponsorship, they made individual deals with some of the teams. The agreement with the New England Patriots, for instance, called for Levitra’s burning flame logo to appear on signs ringing Gillette Stadium. Mike Ditka, former coach of the Chicago Bears, would make a thirty-second pitch on a large screen. 3 In fact, to watch the 2004 Super Bowl was to wonder whether football causes erectile dysfunction.
Not to be outdone, Pfizer, the maker of Viagra, phased out its former promoter, Bob Dole (too old, too tired), in favor of the baseball star Rafael Palmeiro. Pfizer also sponsors a Viagra car on the NASCAR circuit. And an ad for Eli Lilly’s Cialis, the latest impotence drug, was emblazoned on a yacht in the America’s Cup race. As a Pfizer spokesperson put it, “Sports is really a great way to reach men with this condition of erection problems. Men feel passionate about their sports, and it’s a nice way to educate people while they are feeling comfortable.” 4 You pay for this, too, whether you use any of these drugs or not.
Some ads are far less visible. In fact, they’re stealth ads. Morley Safer, of CBS’s 60 Minutes, made hundreds of videos that resembled newscasts but were really promotional spots for drug companies. They were given to local public television stations to show between regular programs. Safer was hired by a marketing company called WJMK, on behalf of its pharmaceutical clients. The drug companies reportedly were allowed to edit and approve the videos, and Safer was paid six figures for one day in the studio. When he decided the “news breaks” (as WJMK called them) did not meet the standards of CBS News, the company decided to hire the retired CBS News anchor Walter Cronkite and CNN’s Aaron Brown to replace him. 5 Cronkite later pulled out of the deal and was sued by WJMK. His lawyer argued that he was defrauded into believing the advertising was journalism.
A new type of stealth ad consists of celebrities apparently spontaneously talking about health ailments on news or entertainment shows in the course of an ordinary interview. 6 Lauren Bacall, for instance, in conversation with Matt Lauer on the Today show, spoke about a friend who had become blind from macular degeneration. She urged the audience to get tested for it and mentioned the Novartis drug Visudyne. What she did not reveal is that she was paid by Novartis. It was all just part of a celebrity interview. You also paid for this.
As we learned in Chapter 5, AstraZeneca spent a half billion dollars in 2001 to convince consumers to switch from Prilosec to Nexium. The company is still heavily promoting its me-too purple pill—now with ads showing improbable crowds of despairing people strewn around on barren cliffs surrounding pits of something that looks like boiling lava. (Ulcers of the earth?) Deliverance comes in the form of a giant purple capsule. This, too, you pay for.
Another Black Box
These are just a few examples of the pharmaceutical marketing that permeates our existence. No one knows how much of it there really is, because drug companies are even more secretive about their marketing expenditures than they are about their research and development costs. And well they might be. Those expenditures are so immense they simply can’t be defended. Instead, the industry tries to obfuscate them or define them away by accounting for only a fraction of them and maintaining that is the whole. The major method of obfuscation is to pretend marketing is really education. Walter Cronkite’s lawyer, for instance, told The New York Times that he was assured the videos would be educational instead of promotional. To accept a whopper like that requires a good deal of innocence or willingness to feign it. As for the local stations that aired the videos, a spokesperson for KSMQ in Austin, Texas, explained, “They offer them to us for free, so I don’t go digging around for any other information.” 7
According to Securities and Exchange Commission (SEC) and shareholder reports for 2001, the biggest drug companies spent on average about 35 percent of their revenues on “marketing and administration” (called by slightly different names in different companies). That percentage was probably about the same for members of the Pharmaceutical Research and Manufacturers of America (PHRMA) generally, and it had not changed much over the past decade. 8 It is the largest single item in big pharma’s budget, larger than manufacturing costs and much larger than R & D. In 2002, for the top ten U.S. companies, that percentage dropped slightly, to about 31 percent of revenues. That’s a heap of “marketing and administration.” Many countries would love to have a gross domestic product as big as that.
How much of this amount is “marketing” and how much is “administration”? That is hard to determine, because nearly all the big drug companies combine marketing and administration in their SEC reports (for no apparent reason except concealment). However, one major company, Novartis, does separate marketing from administration in a way that helps to answer the question. In 2001, Novartis assigned 36 percent of total revenues to “marketing and distribution” and 5 percent to “administration and general overhead,” which suggests that 5 percent is probably a reasonable estimate of the “administration” component of the “marketing and administration” budget item. 9 Another way to get at the question is to look at the distribution of personnel in the industry, as reported by 
PHRMA. In 2000, 35 percent of drug company employees were in “marketing” and 12 percent in “administration.” 10 We don’t know precisely how employee numbers translate into expenditures. A reasonable conclusion would be that of the 35 percent “marketing and administration” budget for the industry in 2001, not much more than 5 percent went to administration, and the rest, close to 30 percent, went to marketing. According to 
PHRMA, total revenues for its members that year (excluding some overseas sales) were $179 billion, so that would mean they spent about $9 billion for administration and nearly $54 billion for marketing.
What is included in “administration”? First, of course, are the rewards executives give to themselves. Top officers of major drug companies make from a few million to tens of millions of dollars in salaries, bonuses, and other compensation, plus at least that much again in stock options. Then there are the general costs of running any big corporation—accounting, financial, and human resources. Finally, there are legal costs—and they have to be enormous. 11 As we will see in Chapter 10, drug companies are constantly in litigation (or threatening it) to extend marketing rights on their blockbuster drugs. Manipulating the law to extend marketing rights more than pays for itself, of course. In fact, it is one of the most lucrative things big pharma can do. But lawyers don’t come cheap, and this industry employs a lot of them. Increasingly, they are also necessary to fend off charges of illegal activity, as we will see.
So now let’s look at “marketing.” The companies throw sand in our eyes by using different terms for the same thing. Some call it “selling,” some “marketing,” and Pfizer adds the term “informational expenses”—evidently for the benefit of Walter Cronkite’s lawyer, among others. Bristol-Myers Squibb even breaks it down into two budgetary items—“marketing, selling, and administrative” and “advertising and product promotion.” But once administration is taken out, what is left is really all marketing in one form or another. It doesn’t matter whether it is called selling, promotion, or advertising.
Now You See It, Now You Don’t
But look at what the industry does. In 2001, even while admitting that it spent about 35 percent of revenues on marketing and administration, it defined marketing so narrowly that it added up to far less than that. It insisted that marketing has just four components: (1) direct-to-consumer (DTC) advertising (mainly TV ads), (2) sales pitches to doctors in their offices, (3) free samples for doctors, and (4) advertising in medical journals. So defined, 
PHRMA reported that the sum total of its members’ promotional spending in 2001 came to “only” $19.1 billion—$2.7 billion for DTC ads, $5.5 billion for visits to doctors, $10.5 billion for the retail value of free samples, and about $380 million for medical journal advertising. 12 The trade association told everyone who would listen that this was much less than the $30.3 billion they spent on R & D that year.
The U.S. General Accounting Office (GAO) and the media, unfortunately, repeated this assertion as though it were true. In a 2002 report on DTC advertising, the GAO said, “Pharmaceutical companies spend more on research and development than on all drug promotional activities, including DTC advertising,” and cited the figures given in the 
PHRMA report. 13 And The New York Times, in its story on the GAO report, relayed those figures uncritically, although it did point out that the data came from the drug companies. 14
In view of its record, it’s amazing to me that anyone would accept a self-serving pronouncement from this industry without verification—particularly when it is as inconsistent and unbelievable as this one. The fact is that big pharma spent much more on marketing that year than on R & D. The $19.1 billion was just a piece of it. And that should have been obvious from the companies’ own SEC filings and the fact that many more employees worked in marketing than in R & D. As I explained, a reasonable estimate is that marketing expenditures in that year were actually close to $54 billion—that is, 30 percent of the $179 billion in revenues disclosed in 
PHRMA’s annual report. That is a very long way from $19.1 billion. It leaves some $35 billion unaccounted for—a lot of money to overlook.
What happened to it? A clue is provided by a tiny footnote in the GAO report: “These figures do not include educational meetings arranged by pharmaceutical companies for physicians, which are not generally considered to be promotional activities.” They’re not? I’ll get to that crucial matter in the next chapter.
Direct-to-Consumer Advertising
First, let’s look at the marketing the industry is willing to acknowledge—direct-to-consumer advertising, sales visits to doctors, free samples, and medical journal advertising. Since the last is less than 1 percent of the total, I won’t discuss it further, except to say that, like sales visits, it is meant to influence doctors’ prescribing habits. Because most medical journals are dependent on drug ads for their survival, it probably also influences what they publish.
Direct-to-consumer advertising, while still relatively small in terms of expenditures, seems to be the fastest growing part of the marketing budget (as far as anyone can tell). Until 1997, drug companies didn’t advertise much on television, because the Food and Drug Administration (FDA), which has jurisdiction over all prescription drug advertising, required them to include full information about side effects in their ads. That made thirty-second spots difficult—and even counterproductive. A drug could sound pretty scary with a rapid-fire listing of side effects. But in 1997, the FDA announced it would change the rules for broadcast ads. Instead of including a complete rundown of risks, companies would merely have to mention the major ones and refer viewers to a source of additional information (for example, a toll-free phone number). After the rule change, drug companies began to flood the airwaves with commercials about their latest drugs. Expenditures on DTC ads nearly tripled between 1997 and 2001, and the percentage accounted for by television increased from 25 to 64 percent. In terms of numbers, there are still many more print ads, but they are far less expensive. 15
The great majority of DTC ads are for very expensive me-too drugs that require a lot of pushing because there is no good reason to think they are any better than drugs already on the market. There is overwhelming evidence that the ads work. 16 People go to their doctors and ask for the new drugs, and very often get them. Furthermore, the ads not only increase the sales of the particular drug advertised but also increase sales for the class of drugs as a whole. In other words, an ad for Paxil increases sales for Zoloft and Celexa as well as for Paxil.
Drug companies are required by law to send their DTC ads to the FDA when they launch a new ad campaign, and the agency is supposed to check that the ads present a “fair balance” between risks and benefits. If an ad is misleading, the FDA is supposed to notify the company in an official letter, and the company must fix the ad or stop it. Obviously, given the nature of the ads we’re subjected to, the agency fails at this job. For one thing, it is not staffed to do it. It had only thirty reviewers to cull through the 34,000 DTC ads submitted to it in 2001. 17 Nor can the agency verify whether it receives all the ads it is supposed to.
In addition, the FDA under the Bush administration has deliberately adopted a go-slow policy. It is sending far fewer letters about misleading ads than it used to, and those it does send sometimes go out so late that the offending campaign has already run its course. Review by the FDA’s legal office is now required before a letter is dispatched. 18 Even when letters are sent promptly, they don’t seem to be taken seriously. The particular ad campaign may be stopped, only to be replaced by another just as bad. Some companies have received several letters about successive campaigns for the same drug. Pfizer, for instance, has received four letters in four years about misleading ads for Lipitor. 19
There is no doubt in my mind that DTC ads mislead consumers far more than they inform them, and they pressure doctors to prescribe new, expensive, and often marginally helpful drugs, even when a more conservative option (including no drug) might be better and safer. Doctors don’t want to alienate their patients, and too many of them find it faster and easier to write a prescription than to explain why it isn’t necessary. That is why DTC ads are prohibited in every other developed country (except New Zealand).
The industry claims the ads are beneficial, because they stimulate people to go to their doctors for symptoms they had not previously recognized or thought could not be treated. 20 But there are no properly controlled studies of the health effects of ads. Just about everyone is now exposed to the flood of drug ads on television, so it is impossible to compare their behavior with that of people not exposed to ads. Furthermore, most ads do not introduce drugs for rare or previously untreatable conditions but rather promote drugs for well-known conditions for which there are plenty of treatments already at hand. Finally, whether the public benefits from taking more and more medicines for increasingly broadly defined diseases is open to serious question. One could make a strong argument that Americans with minor ailments suffer more from overmedication, and all the side effects and drug interactions that go with it, than from undermedication.
The Big Target—Doctors
As saturated as we are by DTC advertising, the main target of the industry’s marketing efforts is not the public but doctors. After all, they are the ones who write the prescriptions. If the drug companies can get to doctors directly, it is even better than getting to them indirectly through their patients. Katharine Greider, in her book The Big Fix, describes in vivid detail how drug marketing permeates the medical profession. 21 I mentioned that in 2001 the industry employed some 88,000 sales representatives to visit doctors in their offices and hospitals to promote their products. That comes to something like one for every five or six practicing physicians, depending on whether you count interns and residents. 22 These drug reps or detailers, as they are known, are ubiquitous in the medical world. Usually young, attractive, and extremely ingratiating, they roam the halls of almost every sizable hospital in the country looking for chances to talk with the medical staff and paving the way with gifts (such as books, golf balls, and tickets to sporting events). In many teaching hospitals, drug reps regularly provide lunches for interns and residents while standing by to chat about their drugs. This “food, flattery, and friendship,” as it has been called, creates a sense of reciprocity in young doctors with long prescribing lives ahead of them. They naturally feel indebted to congenial people who keep giving them gifts. Some teaching hospitals have begun to curb these practices, but not nearly enough of them.
Drug reps are allowed to attend medical conferences, may be invited into operating and procedure rooms, and sometimes are even present when physicians examine patients in clinics or at the bedside. Patients are often allowed to assume the reps are doctors—an assumption that is strengthened when drug reps offer advice about treatment. Take the case of Azucena Sanchez-Scott, reported in The Boston Globe. 23 After finishing chemotherapy for breast cancer, she went to see her doctor and found another man in the examining room. The doctor said that the stranger was “observing my work.”
Only later did she learn he was a drug rep from a Johnson & Johnson subsidiary. She sued the company, which settled out of court. But her experience is not unusual. Drug companies pay doctors several hundred dollars a day to allow sales reps to shadow them as they see patients, a practice called a “preceptorship.” One Schering-Plough rep explained that “it’s another way to build a relationship with the doctor and hopefully build business.” That was very candid of her. But patients should not be used for that purpose.
Meetings with doctors in their offices are extremely valuable to drug companies, and they’ve become valuable to doctors as well. It’s a symbiotic relationship. There is no way to exaggerate how much a part of some doctors’ daily lives drug reps have become. A typical doctor is visited by several every week (if you remember the ratio of one drug rep to every five or six practicing doctors, that is not as surprising as it seems), and doctors in high-prescribing specialties may be visited by a dozen in one day. The reps make friends not only with the doctors but with their entire staffs, and often announce their arrival by distributing goodies to everyone. Sometimes they provide lunch. Doctors, for their part, look to drug reps for information about the latest drugs, as well as the inevitable sack full of free samples.
Gifts to doctors are often lavish. Doctors can pretty much count on being taken to dinner in fine restaurants whenever they want; there company-selected experts sometimes give talks. But there are also other expensive gifts. An editorial in USA Today painted a vivid but all too accurate picture: “Christmas trees. Free tickets to a Washington Redskins game, with a champagne reception thrown in. A family vacation in Hawaii. And wads of cash. Such gifts would trigger a big red ‘bribery’ alert in the mind of just about any public official or government contractor. But not, it seems, in the minds of many doctors. They have been raking in jaw-dropping gifts from pharmaceutical firms battling to give their products an edge in an increasingly competitive market.” 24
In 2000, the American Medical Association issued guidelines to curb these practices, and the pharmaceutical industry followed suit in 2002 (more about that shortly). In 2003, the Office of the Inspector General of the U.S. Department of Health and Human Services warned that excessive gift giving to doctors could be prosecuted under antikickback laws. These guidelines and the inspector general’s warning may have discouraged the most extreme practices, but the guidelines are voluntary and even the warning is filled with loopholes. 25
Free samples are the most important gifts. They are an effective way to get doctors and patients familiar with an expensive, newly approved drug when an older, cheaper one might be better or just as good. For the same reason, companies often give hospitals and HMOs steep discounts on their new drugs. I was told, for instance, that two of Harvard’s teaching hospitals include Nexium on their formularies because AstraZeneca gave them a good deal. It is a form of bait and switch, although what is switched is the price, not the product. When patients are discharged from the hospital with a prescription for Nexium, they pay market price.
As doctors have become busier and busier under the pressures of managed care, drug reps are starting to find it tough to get enough face time with them. Increasingly, they are being put off, or their visits squeezed down to a minute or two—“Just leave the goodies at the door.” The intense competition for doctors’ time and attention has given rise to new businesses that specialize in helping drug reps deliver an effective pitch quickly. Prescription-tracking companies buy information from big pharmacy chains about doctors’ prescribing habits and sell it to drug companies. Using these physician profiles, drug reps know exactly what a doctor prescribes before each visit, so they can tailor their sales pitch and make every minute count. If they know that a doctor is using a competitor’s drug, for instance, they can spend their time undermining that drug without acknowledging that they know the doctor uses it. And they can tell whether the visit paid off by seeing what the doctor does afterward. This monitoring enables drug companies to focus their attentions on the most promising doctors. 26
A Lesson
Many promotional practices can only be described as bribes and kickbacks. Although it is illegal to pay doctors to prescribe drugs, very few cases have been prosecuted. One of those is the case of TAP Pharmaceuticals and its cancer drug, Lupron. That is a story worth recounting in some detail, not because it is unique but because it is only an extreme example of the more general phenomenon. 27
Lupron is a hormone treatment for prostate cancer. Most patients with this cancer are over the age of sixty-five, and therefore eligible for Medicare. Because the drug is given by injection in doctors’ offices, usually every month or so, 80 percent of the charges are paid by Medicare—unlike the case for outpatient drugs. Doctors buy the drug directly from the company, then bill Medicare for reimbursement based on the average wholesale price (see p. xiii) listed by the company. In the mid-1990s, Lupron began to face competition from a cheaper drug of the same type, Zoladex. To get doctors to stick with Lupron, TAP Pharmaceuticals reportedly inflated its average wholesale price to about $500 a dose, then sold it to doctors for as little as $350. Medicare reimbursement would then be based on the $500 price, and the doctors could keep the difference—known as the “spread.” That was, of course, a real incentive for doctors to stick with Lupron. According to government prosecutors, the company was essentially using taxpayer money to bribe doctors to prescribe its drug instead of a cheaper one.
And TAP didn’t stop there. In 1996, the company also tried to persuade a large Massachusetts HMO, Tufts Health Plan, to stay with Lupron by offering its medical director of pharmacy programs a $25,000 “educational” grant that he could use for anything he wanted. The company couldn’t have chosen a worse target: The medical director of pharmacy programs, Joseph Gerstein, is someone I know to be among the least likely people to take a bribe. When Gerstein refused, the company upped the offer to $65,000. But this time Gerstein, who with the support of Tufts had alerted federal authorities, taped the conversation, and that led to the unraveling of the company’s illegal activities.
Eventually, after a long delay, during which Gerstein and another whistle-blower from within the company sued under the federal False Claims Act, TAP Pharmaceuticals agreed to plead guilty to health care fraud and settled the criminal and civil charges for a record $875 million. In addition, eleven TAP employees and a Massachusetts doctor were indicted for their part in the fraud. The indictment alleged, among other things, that TAP drug reps bribed doctors with trips to resorts, debt forgiveness, TVs and VCRs, and cash in the form of “educational grants,” as well as free drug samples (for which they could bill Medicare). This was a huge settlement in a high-profile case, but the practices of TAP Pharmaceuticals and the doctors involved were not so very different from what goes on every day. In fact, one irony is that AstraZeneca, the maker of the rival drug Zoladex, later had to pay $355 million to settle similar charges.
The year after the TAP case became public, PHRMA issued voluntary guidelines similar to the AMA guidelines. They would limit the value of gifts to less than one hundred dollars, and require that the gifts be relevant to patient care—like textbooks. But the guidelines don’t specify how often such gifts may be given. Once a week? Once a day? Nor do they bother to tell us why drug companies should be giving gifts to doctors in the first place, when the costs will just be added on to drug prices. The guidelines also permit more extravagant gifts and junkets if they can be construed as furthering an educational or research purpose.
The 30 Percent Markup
Since drug companies try to justify their prices by pointing to their large R & D costs, what can they possibly say about their much higher marketing expenditures? Would they argue that these also justify the high prices? Not likely. Instead, they do whatever they can to obscure the fact that in 2001 consumers paid something like a 30 percent markup for sales promotion (roughly the marketing portion of their approximately 35 percent “marketing and administration” budget that year). That is the name of the game here, and it is even harder to justify than the industry’s secrecy about R & D costs. Since there is no proprietary reason to keep marketing costs hidden (as there could conceivably be for some R & D costs), the only possible rationale is to avoid a public backlash. But the industry owes the public a full accounting of exactly how it uses the tremendous revenues it garners. It needs to open this black box too.
The huge amount of marketing also raises the question: If prescription drugs are so good, why do they need to be pushed so hard? Wouldn’t the world beat a path to the door of a company that produced, say, a cure for cancer? The answer is that truly good drugs don’t have to be promoted very much. A genuinely important new drug, such as Gleevec, sells itself. Cancer doctors treating patients with the kind of leukemia that responds to Gleevec know about the drug from professional meetings and journal articles. And they use it. No sales pitch is needed. (Novartis does, however, use the Gleevec story to promote itself—implying that all of its drugs are that good.) Important new drugs require very little marketing. Me-too drugs, by contrast, require relentless flogging, because companies need to persuade doctors and the public that there is some reason to prescribe one instead of another. So it is no surprise that the drugs most heavily promoted are me-too drugs, like Nexium and Lipitor and Paxil.
We’ve accounted for the $19.1 billion the pharmaceutical industry admits it spent on marketing in 2001, but we still need to account for the mysterious $35 billion the industry doesn’t acknowledge—the elephant in the living room. Some of that probably goes to gifts and a variety of promotional activities not acknowledged by the industry. But in addition, a great masquerade takes place. The industry has somehow persuaded both the government and the medical profession that it is in the education business—big time. Education, it contends, is different from marketing, even though it comes out of the marketing budget and is perforce hardly impartial. How the pharmaceutical industry gets away with that masquerade is the subject of the next chapter.
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NO ONE SHOULD RELY ON A BUSINESS for impartial evaluation of a product it sells. Yet the pharmaceutical industry contends it educates the medical profession and the public about its drugs and the conditions they treat, and many doctors and medical institutions—all recipients of the industry’s largesse—pretend to believe it. So does the government. But “education” comes out of the drug companies’ marketing budgets. That should tell you what is really going on. As in all other businesses, there is an inherent conflict of interest between selling products and assessing them. Pfizer, for instance, is hardly likely to provide impartial information about how its Zoloft compares with GlaxoSmithKline’s Paxil to treat depression, or indeed, about whether either one of them is any good. Nor can it be relied on to teach us about depression itself.
In the last chapter, we learned that in 2001 the pharmaceutical industry acknowledged it spent over $19 billion on marketing (leaving about $35 billion unaccounted for). Like all businesses, drug companies claim their advertising is also educational. They claim, for instance, that people learn about diseases they didn’t even know they had by watching direct-to-consumer television ads. (“Omigosh, this Clarinex ad makes me realize I have hay fever!”) But drug companies at least admit direct-to-consumer ads are primarily promotional. That is not what I will be talking about in this chapter.
At issue in this chapter is the probably much larger amount spent on what drug companies contend are purely educational activities. Most of those are directed toward doctors. Although no outsider knows for sure, they probably account for the lion’s share of the missing $35 billion of the marketing budget. It is crucial for big pharma to maintain the fiction that these expenditures are for education, not promotion, because by doing so it can evade legal constraints on its marketing activities. It is also good public relations.
Let’s start by looking at two of these constraints. First, it is illegal for drug companies to market drugs for unapproved uses. When the Food and Drug Administration (FDA) approves a new drug, it approves it for a particular use. And that makes sense. If a drug is shown to be useful for treating a certain kind of infection, it may not work against another kind of infection. To stop drug companies from broadening their claims without evidence, they are not allowed to market drugs for “off-label” uses—that is, uses not approved by the FDA. Doctors, however, are not constrained by this law. They are permitted to prescribe drugs for whatever uses they want. So if drug companies can somehow convince doctors to prescribe drugs for off-label uses, sales go up. The problem is how to get around the law prohibiting marketing for those uses.
That is where “education” comes in. If drug companies pretend they are merely informing doctors about other potential uses, they can circumvent the law. And that is what they do. They sponsor make-believe education, and often buttress it by references to flimsy research studies they sponsor.
Second, it is illegal to offer doctors kickbacks (essentially bribes) to prescribe drugs. In the last chapter, we saw how TAP Pharmaceuticals got into trouble for that. In the wake of the TAP case, there has been increasing scrutiny of big pharma’s lavish gift giving to doctors and medical facilities. The American Medical Association and the Pharmaceutical Research and Manufacturers of America (PHRMA) issued voluntary guidelines suggesting limitations on outright gifts, and the Department of Health and Human Services Office of the Inspector General warned that even adhering to those guidelines would not necessarily protect against prosecution for violating antikickback laws.
But what the guidelines and warnings have in common is an exemption for educational or research activities. If drug companies can plausibly construe their blandishments as having an educational or research purpose, they can get away with almost unlimited gifts to promote sales. Furthermore, it is largely left to them to decide what is education or research and what is marketing. As the inspector general’s office said in its 2003 warning notice, “The manufacturer should determine whether the funding is for bona fide educational or research purposes.” 1 The greater the scrutiny of outright gifts, the more the industry shifts to educational and research support as a substitute.
Continuing Medical Education
Luckily for the industry, the demand for physician education is enormous. That is because in most states doctors are required to receive continuing medical education (CME) throughout their professional lives to maintain their licenses. The requirements are substantial, and the education must be provided through accredited institutions. Most doctors earn the necessary credits by attending meetings and lectures—as many as a hundred a year. That means CME meetings are an integral part of doctors’ lives. Every day, all across the country, hundreds, maybe thousands, of them take place. Doctors stream into hospital auditoriums, as well as convention centers and vacation spots, to hear about the latest in medical advances. A professional organization called the Accreditation Council of Continuing Medical Education (ACCME) is responsible for accrediting the organizations that provide the educational programs. They include medical schools, hospitals, and various professional societies.
But who pays for these programs? You might assume doctors pay for their own postgraduate education, just as other professionals do, but you would be wrong. In 2001, drug companies paid over 60 percent of the costs of continuing medical education, and that fraction has increased since then. 2 Formerly, they directly supported the accredited professional organizations, but now they usually contract with private medical education and communication companies (MECCs) to plan the meetings, prepare teaching materials, and procure speakers. Oddly enough, the ACCME has accredited about a hundred of these new firms to offer continuing medical education programs themselves—even though they are for-profit firms hired by the drug companies. So here we have firms working for big pharma who are supposed to be providing impartial instruction about their clients’ drugs. People pretend not to notice this flagrant conflict of interest. But the way MECCs advertise themselves to drug companies tells the real story. One pitched its services by observing, “Medical education is a powerful tool that can deliver your message to key audiences, and get those audiences to take action that benefits your product.” 3 In other words, hire us, and we will get doctors to prescribe your drug. Some MECCs are even owned by large advertising agencies, making the connection between continuing medical education and drug marketing still more obvious.
Now why should MECCs, which are paid by drug companies, be accredited by the ACCME? Well, the answer may have something to do with the makeup of the Task Force on Industry-Professional Collaboration in Continuing Medical Education, which was created to help the ACCME formulate policies on conflicts of interest. About half the members of the task force are representatives of educational institutions and professional organizations, but the other half are from the pharmaceutical industry or MECCs themselves. So it should come as no surprise that the ACCME has accredited not only MECCs but even one of the large pharmaceutical companies—Eli Lilly. The task force evidently never even considered requiring that drug companies have no role in the preparation or presentation of educational programs.
There is a certain amount of obligatory hand waving to make it appear that continuing medical education is not influenced by drug company sponsors. For instance, support by the pharmaceutical industry is nearly always stated to be “an unrestricted educational grant,” which implies that drug companies don’t influence the content of the programs. And speakers, who are often paid consultants for the companies, are usually required to disclose their financial ties—and that disclosure is supposed to make it acceptable that they have them. But drug companies or their agents, the MECCs, often suggest the topic and speaker and put together the graphics and other educational materials. That medical schools and hospitals have the final say does not change the fact that if they want to continue to get the support, they will go along with the sponsors. Continuing medical education gives drug companies an unparalleled opportunity to influence doctors’ prescribing habits, and it seems to work. It’s been shown that doctors prescribe more of the sponsors’ drugs after these meetings. If it were otherwise, the industry would not spend the huge sums it does on these programs. The adage is right. He who pays the piper usually does call the tune, regardless of efforts to make it appear otherwise.
Bribing Doctors—or Nurturing Consultants?
Drug companies are extremely generous to doctors in their “educational” activities. The education is often said to go in both directions. The companies provide information to doctors, and the doctors provide feedback to the companies. But the money goes in only one direction—from industry to doctors. Doctors are invited to dinners in expensive restaurants or on junkets to luxurious settings to act as “consultants” or “advisers.” The doctors listen to speakers and provide some minimal response about how they like the company drugs or what they think of a new advertising campaign. That enables drug companies to pay doctors just for showing up. As one doctor told The Boston Globe, “The companies used to call it coming to dinner. Now it’s called consulting.” 4
Participants may also receive training to serve on speakers’ bureaus, so that they, too, can become company shills. 5 The work on junkets is not too onerous. Lectures usually occupy just a few hours in the morning, with plenty of time left for golf or skiing in the afternoon and elegant meals and entertainment in the evenings. By calling it education or consulting or market research or some combination of those things, but not marketing, companies needn’t worry about antikickback laws. But doctors are no less beholden to the companies that lavish such attention on them, and they are no more immune to the sales pitches. It’s been estimated that the industry hosted over 300,000 pseudo-educational events in 2000, about a quarter of which offered continuing medical education credits. 6
Drug companies pay particular attention to wooing so-called thought leaders. These are prominent experts, usually on medical school faculties and teaching hospital staffs, who write papers, contribute to textbooks, and give talks at medical meetings—all of which greatly affect the use of drugs in their fields. Thought leaders have influence far beyond their numbers. Companies shower special favors on these doctors, offer them honoraria as consultants and speakers, and often pay for them to attend conferences in posh resorts, ostensibly to seek their advice. In many drug-intensive medical specialties, it is virtually impossible to find an expert who is not receiving payments from one or more drug companies. As I said in Chapter 7, drug companies sway doctors with “food, flattery, and friendship.” 7 In the case of thought leaders, flattery is key. They are told their expertise is invaluable in helping companies to develop new drugs. But in fact, thought leaders are usually clinicians, who study drugs after they are developed. What they really have to offer drug companies is the ability to sway large numbers of other doctors.
I mentioned in Chapter 6 that the head of Brown University’s Department of Psychiatry reportedly made over $500,000 in one year consulting for drug companies that make antidepressants. When The New England Journal of Medicine, under my editorship, published a study by him and his colleagues of an antidepressant agent, there wasn’t enough room to print all the authors’ conflict-of-interest disclosures. The full list had to be put on the website. In a footnote, I wrote, “Our policy requires authors of Original Articles to disclose all financial ties with companies that make the products under study or competing products. In this case, the large number of authors and their varied and extensive financial associations with relevant companies make a detailed listing here impractical. Readers should know, however, that all but one (B.A.) of the twelve principal authors have had financial associations with Bristol-Myers Squibb—which also sponsored the study—and, in most cases, with many other companies producing psychoactive pharmaceutical agents. The associations include consultancies, receipt of research grants and honorariums, and participation on advisory boards.” I also wrote an accompanying editorial, titled “Is Academic Medicine for Sale?” in which I expressed my concern about the merging of commercial and academic interests. In response, a reader sent a letter to the editor asking rhetorically, “Is academic medicine for sale? No. The current owner is very happy with it.” 8
Professional Meetings
The meetings of professional societies, like the American College of Cardiology or the American Society of Hematology, are now partly supported by drug companies. This is where much of the ongoing education of doctors takes place. At annual meetings, which may be attended by thousands of doctors, drug companies present their own satellite symposia—with free lunches and dinners. A few years ago, I attended one such symposium. It took place over a four-course meal at a hotel near the main meeting, and about two hundred doctors were there. The topic was osteoporosis—thinning of the bones. At first, I did not know which of the several types of drugs to treat osteoporosis the sponsor made, but I soon guessed. In slide after slide, this was the drug at the top of the list of drugs to consider, even though it is probably the least effective. And in most of the hypothetical patients discussed, there was some reason not to give one of the more effective drugs. For example, one patient was said to have an ulcer as well as osteoporosis. That would have been a reason not to use the most effective treatment, but it would also have been an unusual situation. In short, the whole symposium was slanted to promote a third-choice treatment. The main speaker was a distinguished endocrinologist from a major medical school. He later told me that the company had given a grant of $10,000 to his department, as well as paid his expenses and an honorarium. The company had also made his slides.
Many big professional meetings resemble bazaars, dominated by garish drug company exhibits and friendly salespeople eager to ply doctors with gifts while they pitch their companies’ drugs. Doctors wander the vast exhibit halls carrying canvas bags displaying drug company logos and brimming with goodies, munching on free food, and partaking of all sorts of free services, such as cholesterol screening and putting green practice. Instead of sober professionalism, the atmosphere of these meetings is now trade-show hucksterism.
In a vivid article on the subject, a reporter from The Boston Globe described her encounter with one psychiatrist at the annual meeting of the American Psychiatric Association (APA):
 
Ivonne Munez Velazquez, a psychiatrist from Mexico, rooted through her goody bag like a child on Halloween. As a reward for attending the APA’s annual meeting, she had received a small egg-shaped clock from the makers of the antidepressant Prozac; a sleek thermos from Paxil, also an antidepressant; and an engraved silver business card holder courtesy of Depakote, an anticonvulsant [often prescribed off label for a variety of psychiatric disorders]. She got a neat little CD carrying case from Risperdol [sic], an antipsychotic; a passport holder from Celexa, an antipsychotic [actually, an antidepressant]; a neat green paperweight from Remeron, an antidepressant; and a letter opener, representing what drug she could not remember. For the duration of the weekend, though, Velazquez’s loyalty belonged to Pfizer, which had paid her airfare from Mexico City (along with thirty of her colleagues and her eighteen-year-old nephew) and put them all up in hotels near the APA meeting. That night, also courtesy of Pfizer, she would attend a glittering banquet at the Philadelphia Academy of Fine Arts. 9
 
(The new PHRMA guidelines would prohibit this, but they are voluntary, and even if followed could probably be evaded by calling her a consultant.)
Membership dues for the APA are dropping. And well they might. According to the Boston Globe story, drug companies spent between $200,000 and $400,000—plus a $60,000 direct payment to the association—for each of fifty-plus “industry-sponsored symposia.” Without the drug company money, officials said, the annual meeting would lose educational benefits along with amenities. “How much are you willing to pay for that, if we don’t accept drug company money?” asked Anand Pandya, an APA official. “Are you willing to pay $3000?” (Dues are now $540.) That is an excellent question. How much are these meetings worth? And how many “amenities” are necessary? Perhaps members should pay exactly what the meetings are worth to them. The meetings might then assume a more serious tone and a more modest dimension. By allowing drug companies to foot the bill for carnival-like meetings, doctors are really passing the costs along to people who buy prescription drugs.
Pretending Drug Companies Are Educators
Why do doctors pretend they believe drug companies are interested in education? (Some of them may actually believe it.) The answer is: It pays. Membership dues would be far higher if professional societies were not supported by industry. Doctors would also have to pay for their own continuing medical education. In addition, they would lose the travel and entertainment and other emoluments too many of them have come to believe are entitlements of their profession. Many doctors become indignant when it is suggested that they might be swayed by all this industry largesse. But why else would drug companies put so much money into them? As Stephen Goldfinger, chairman of the APA’s Committee on Commercial Support, said, “The pharmaceutical companies are an amoral bunch. They’re not a benevolent association. So they are highly unlikely to donate large amounts of money without strings attached. Once one is dancing with the devil, you don’t always get to call the steps of the dance.” 10
Big pharma, for its part, insists that it has an educational mission that can be separated from its commercial interests. The 2002 PHRMA Code on Interactions with Healthcare Professionals begins with the statement that “relationships with healthcare professionals . . . should be focused on informing healthcare professionals about products, providing scientific and educational information, and supporting medical research and education.” 11 In other words, big pharma insists it is in the education business. Then it goes on to recommend that companies not provide payments or gifts to doctors unless they serve an educational or research purpose. (Precisely how gifts serve such purposes is never explained.) In case there is any confusion, the code presents a series of hypothetical scenarios. Here are a couple:
 
Question: Company A invites 300 physicians/consultants to a two-day and one-night speaker-training program at a regional golf resort. All attendees are compensated for their participation and their expenses are reimbursed. . . . Training sessions take both days, and the Company provides for a few hours of golf and meals. Does this program conform to the Code? . . . 
Answer: This arrangement appears to comply with the Code. . . . [Spouses, it adds, should pay their own way.]
Question: Company A retains a small group of 15 nationally known physicians regarding a therapeutic area relevant to company A’s products to advise on general medical and business issues and provide guidance on product development and research programs for those products. These physicians are paid significant fees, but those fees are typical of the fees paid to thought leaders in this therapeutic area. They normally meet once or twice a year at resort locations to discuss the latest product data, research programs and Company plans for the product(s). Does this comply with the Code? If it does, is it appropriate to pay for the spouse of the healthcare professional to attend, as well? 
Answer: This arrangement appears to comply with the Code. . . . It would not be appropriate to pay for the cost of the spouse of the advisor.
 
You can see from these examples how calling marketing “education” and doctors “consultants” enables drug companies to evade antikickback laws. They can lay on all the boondoggles they want.
The government, too, seems willing to accept the fiction that drug companies are educators. In its 2003 guidelines, the Department of Health and Human Services Office of the Inspector General (OIG) warned against offering incentives to induce health care professionals to prescribe, recommend, or purchase particular drugs or devices. But it also said, “Absent unusual circumstances, grants or support for educational activities sponsored and organized by medical professional organizations raise little risk of fraud or abuse, provided that the grant or support is not restricted or conditioned with respect to content or faculty.” 12 “The OIG’s main concern about such funding,” according to its senior counsel, “is that it not be used as a disguise to channel improper remunerations to physicians or others who may be in a position to generate business.” 13
To erect a firewall between illegal inducements and education, the inspector general advised drug companies “to separate their grant-making functions from their sales and marketing functions.” The dubious premise that drug companies can be engaged in both education and promotion at once was not questioned. But it is not really possible for companies to promote their drugs, which means touting only their favorable effects, and to provide impartial information, some of which might be unfavorable. Even less plausible is the idea that by “separating” these activities, say, by locating them down the hall from each other instead of in the same office or by creating two divisions, you can somehow obliterate the reality that they are part of the same company with the same overall goal of selling drugs.
Educating Consumers
Drug companies claim that they also “educate” consumers. In 2002 General Electric, with funding from big pharma, launched The Patient Channel, which shows medical programming interspersed with drug ads to patients in hospitals and waiting rooms across the country. Within a year, some eight hundred hospitals were carrying the network twenty-four hours a day, seven days a week. Supported entirely by its advertisers, The Patient Channel cost hospitals nothing. Patients could choose among half-hour segments, such as “Cancer Related Fatigue” or “Breathe Easy: Allergies and Asthma.” Hospitals liked the idea, because they were told it would satisfy accreditation requirements that they educate patients about their illnesses. But the Joint Commission on Accreditation of Healthcare Organizations, the accrediting body, disagreed. In a 2003 letter to General Electric, the president of the commission pointed out that hospitals are supposed to provide education specific to a given patient’s needs, not a television program.
The letter added the observation that “the viewer is not sufficiently alerted to the transition between educational programming and marketing programming.” Like the Health and Human Services inspector general, the accrediting commission seemed to endorse the notion that drug companies can both market and educate, the only problem being that they need to be clearer about when they are doing which—they need a firewall. But in fact, there can be no firewall, because drug companies are not really in the education business. (If they were, they would sell their educational programs, not give them away or pay people to accept them.) The problem with separating the educational programming from the marketing programming is that it is really all marketing. The Patient Channel’s marketing director, Kelly Peterson, was much closer to the mark when she solicited drug company advertising by saying it would allow companies to “directly associate their products with a particular condition in a hospital setting.” You bet it would. It would deliver vulnerable, captive customers right to the companies’ doorstep—or more precisely, bring the companies’ doorstep to them. 14
Another form of marketing disguised as education is the sponsorship of patient advocacy groups. Many of these groups are simply fronts for drug companies. People who suffer from a certain disease believe they have found a support network devoted to expanding awareness of the disease, but it is really a way for drug companies to promote their drugs. Some people aren’t even aware that a drug company is behind their advocacy group; others believe the companies just want to help educate people.
Take the hepatitis C coalitions. They look like a grassroots movement to draw attention to the dangers of a liver infection called hepatitis C, which affects some 4 million Americans. But in fact, according to The Washington Post, the movement was begun by Schering-Plough, which makes Rebetron, the primary treatment for hepatitis C. Rebetron costs $18,000 a year. The advocacy groups are likely to increase sales by making the disease more widely known and putting pressure on insurers to cover treatments. That may be a good thing, but the company apparently kept its sponsorship largely hidden. As Thomas Murray, president of the Hastings Center (a bioethics think tank), put it, “It’s ethically problematic when a company creates entities but then tries to pass them off as authentic and spontaneous grass-roots organizations. What bothers me is the deceptiveness.” 15
One of the least savory marketing efforts is Wyeth’s campaign to “educate” college students about depression. What is really being marketed is the condition. If students can be convinced they have a treatable depression, selling the company drug Effexor is easy. To that end, Wyeth sponsors a ninety-minute forum on college campuses called “Depression in College: Real World, Real Life, Real Issues.” It features doctors, psychologists, and Cara Kahn of the MTV reality show Real World Chicago, who takes Effexor. In 2002, when the campaign was launched, Wyeth told Alex Beam of The Boston Globe that four colleges had agreed to host the forum. Harvard declined. Its provost, a psychiatrist who was formerly head of the National Institute of Mental Health, told Beam, “In the case of celebrities speaking, who are actually being paid by the company, there is a risk that inappropriate marketing will go on.” That’s putting it mildly. Beam himself was more outspoken: “Millions of college students feel lousy, for any number of reasons: they are far from home; college is an unfamiliar and sometimes threatening environment; the object of their affection is inattentive. God knows we all have been there. Do they need a $120-a-month Effexor fix to see them through these tough years? Probably not. But who could be more suggestible, or vulnerable, than a boy or girl making the transition to adulthood?” 16 Well, maybe a patient lying in his hospital bed watching The Patient Channel.
It Takes Two
The pretense that pharmaceutical marketing is education requires the participation of at least two parties—the industry and the medical profession. We know why big pharma fosters that illusion: It helps the bottom line. It increases sales and promotes a highly drug-intensive style of medical practice. Indeed, if it didn’t help the bottom line, if all this “education” were just that and had no impact on sales, heads would roll in the executive suites of the drug companies. After all, they are investor-owned businesses, and it is their responsibility to maximize profits, not give away billions of dollars.
It is much harder to excuse the medical profession and its institutions and organizations. Medical education worthy of the name requires an impartial analysis of all the available evidence, led by experts who have no vested interest in the drugs they are discussing. It is the job of medical schools and their faculty, and of professional societies, to educate doctors in that way. To abdicate that responsibility is wrong, and it is doubly wrong to leave it to an industry with an obvious financial interest in the enterprise and then pretend it is otherwise. That a noble profession has been willing to do this is a testament to the power of “food, flattery, and friendship”—and money, lots of it.
No one outside the industry has ever added up the costs of the “educational” activities described in this chapter, because they are not publicly disclosed. But these and similar activities could easily account for most of the unaccounted-for expenditures in big pharma’s marketing budgets. It is far too much money to imagine that it represents some sort of public-spirited contribution to education. This masquerade leads to no end of problems—the corruption of the profession, the misuse and overuse of expensive prescription drugs, and, as we will see in Chapter 12, an avalanche of governmental investigations and lawsuits based on the spurious notion that the pharmaceutical industry provides bona fide medical education and it is therefore possible to distinguish lawful educational expenses from illegal marketing. If we acknowledged the fact that the pharmaceutical industry cannot possibly be expected to provide unbiased education about its own products, there would be no need to pursue the hopeless task of trying to differentiate “educational grants” from kickbacks, as the Department of Health and Human Services inspector general tries to do. Neither would be permissible.
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SUPPOSE YOU ARE A BIG PHARMACEUTICAL company. You make a drug that is approved for a very limited use—say, it treats a condition that affects only 250,000 people. How could you turn it into a blockbuster? There are essentially two ways. First, you could test it for other conditions in clinical trials. If the trials showed it was safe and effective, you could apply for Food and Drug Administration (FDA) approval to market it for additional uses. That is what Bristol-Myers Squibb did with Taxol, for instance. It was originally approved to treat cancer of the ovary, but the company immediately launched additional trials to see if it also worked for cancer of the breast and cancer of the lung—which it did. That greatly expanded the market.
Alternatively, you could simply market the drug for unapproved (“off-label”) uses—despite the fact that doing so is illegal. You do that by carrying out “research” that falls way below the standard required for FDA approval, then “educating” doctors about any favorable results. That way, you could circumvent the law. You could say you were not marketing for unapproved uses; you were merely disseminating the results of research to doctors—who can legally prescribe a drug for any use. But it would be bogus education about bogus research. It would really be marketing.
The Neurontin Case
Parke-Davis apparently took the second approach with its epilepsy drug Neurontin. Parke-Davis was a division of Warner-Lambert, which in 2000 was swallowed up by the drug giant Pfizer. In 1996, David P. Franklin, a Parke-Davis sales representative (called a “medical liaison” because of his additional technical training), brought suit against the company for defrauding Medicaid and other government health programs. (As a whistle-blower, he would be entitled to a portion of any fines.) Franklin had thousands of pages of internal documents. He charged that the company had carried out a massive illegal scheme to promote Neurontin for off-label uses—mainly by paying academic experts to put their names on flimsy research papers that purported to show the drug worked for these other conditions. 1
Eventually, federal prosecutors filed a brief in support of Franklin and launched both criminal and civil investigations of their own. Parallel actions were filed by forty-seven states and the District of Columbia. Court documents were originally sealed at the company’s request, but many of them were released in 2002 in response to media petitions. They showed a well-coordinated plan of staggering dimensions. What appears here is drawn from newspaper reports of Franklin’s complaint and of the company records released by the court.
Neurontin had been approved by the FDA in 1994 for a very narrow use—to treat epilepsy as an add-on when other drugs failed to control seizures. (Later it was approved to treat shingles as well.) There wasn’t much money in that, and the company wanted to expand the drug’s market. But there was no time to do proper clinical trials that might allow it to get FDA approval for other uses, because the patent was due to expire in 1998 (later extended to 2000). So the company apparently devised a plan to get doctors to prescribe Neurontin for unapproved uses—mainly common but vague conditions like pain and anxiety of various forms, and also as the sole treatment for epilepsy. If the campaign were successful, huge markets would be opened up.
Parke-Davis reportedly called its plan a “publications strategy.” It would sponsor minimal research, prepare journal articles based on it, and pay academic researchers to put their names on those articles. The studies themselves were so small or poorly designed that few valid conclusions could be drawn from them. Some of the articles contained no new data at all, just favorable comments about Neurontin. Medical education and communication companies were hired to prepare the articles and find authors. One of these firms, for instance, was to be paid $12,000 for each of twelve journal articles it prepared. 2 It in turn paid academic “authors” $1000 to sign them. Apparently it wasn’t always easy. In a progress report to Parke-Davis, the education company lamented, “Author interested; still playing phone tag.” Then in caps, “[OUR COMPANY] HAS DRAFT COMPLETE, WE JUST NEED AN AUTHOR.” 3
The second part of the publications strategy was to see that the articles and the information in them were widely disseminated to practicing doctors, so that they would be persuaded to start prescribing Neurontin for off-label uses. It doesn’t do any good to create favorable articles if nobody hears about them. Parke-Davis “medical liaisons,” who are purported to have more of an educational mission than ordinary sales representatives, would visit doctors’ offices to answer questions about the research. One company manager was said to have been recorded by Franklin haranguing liaisons in what sounded like a pregame pep rally: “When we get out there, we want to kick some ass. We want to sell Neurontin on pain. All right?” 4
Parke-Davis also sponsored educational meetings and conferences all over the country. At these meetings, the “authors” of the papers and other experts would describe the success of the drug for off-label uses. Dozens of doctors were allegedly paid tens of thousands of dollars each to speak to other physicians about using Neurontin for more than a dozen unapproved uses. Not only were the speakers paid for their services but often the doctors in the audience were also paid. They were called “consultants”—which had the effect of circumventing antikickback laws. Consultant meetings were sometimes little more than vacations for potential high prescribers of Neurontin. The company tracked doctors’ prescriptions to see if they prescribed Neurontin more after the meetings or after they were hired to speak about the drug. According to a New York Times story, the company found an increase of about 70 percent in prescriptions after dinner meetings. 5
One thing about this research-education one-two strategy is that the speakers and the audience are essentially interchangeable. In essence, they are all being persuaded to prescribe a drug for off-label uses; it doesn’t really matter who is doing the talking and who is doing the listening. As we learned in the last chapter, it is simply a matter of getting a message out to thought leaders and potential high prescribers, while skirting both antikickback laws and laws against off-label marketing.
As a result of these efforts, Neurontin did become a blockbuster, with sales of $2.7 billion in 2003. About 80 percent of prescriptions that year were for unapproved uses—conditions like bipolar disorder, post-traumatic stress disorder, insomnia, restless legs syndrome, hot flashes, migraines, and tension headaches. 6 In fact, Neurontin has become a sort of all-purpose restorative for chronic discomfort of almost any type—yet there is almost no good published evidence that it works for most of these conditions. In May 2004, eight years after the case began, Pfizer pleaded guilty to illegal marketing and agreed to pay $430 million to resolve the criminal and civil charges against it. As whistle-blower, Franklin will receive nearly $27 million of that. That sounds like a lot of money, but it is small potatoes compared with the $2.7 billion in Neurontin sales. 7
Phase IV Clinical Trials—Real and Bogus
This case may have been unusual in its scope and in the fact that a whistle-blower brought it to court, but I suspect it is a fairly standard way of doing business. The common denominator is the use of flimsy Phase IV clinical research for marketing purposes. As you will recall from Chapter 2, Phase I through III clinical trials are directed toward getting initial FDA approval, and they must meet the agency’s scientific standards. Phase IV trials, in contrast, are studies of drugs already on the market, and many of them don’t have to meet any standards at all. It was estimated in 2002 that Phase IV studies, sometimes called “post-marketing” studies, accounted for at least 25 percent of all clinical trials, and their number is growing much faster than that of Phase I through III trials. 8
There are two legitimate reasons for Phase IV studies. The first is to see whether a drug is effective for an additional use and, if so, to get FDA approval to market it for that use—as in the case of Taxol. It is analogous to getting approved in the first place, in the sense that the research must meet the same scientific standards as the original Phase III trials. By getting FDA approval for new uses, companies not only expand the size of a drug’s market but can also get an additional three years’ exclusive marketing rights.
The second legitimate reason for Phase IV trials is to look for side effects or other properties of the drug that were missed in the earlier clinical trials. Even large, well-designed Phase III trials may not reveal side effects if they are very rare or no one thought to look for them. They may also miss other effects that show up only in patients different from those previously studied. After the drug comes on the market and is used widely in the general population, those properties may be discovered in large Phase IV studies.
These latter sorts of studies are more important than they once were, because until a decade ago, drugs were usually first approved in Europe. That meant serious side effects would probably show up there, before a drug was used in the United States. But now, most drugs are approved first in the United States. Furthermore, an increasing number of them are given accelerated review by the FDA, which means they come to market on the basis of less evidence. Thus, a drug may come into widespread use with very little research to back it up, and no experience in another country.
As a condition of accelerated approval, and sometimes even with regular approval, the FDA requires companies to conduct Phase IV confirmatory studies just to make sure the new drug is safe. In fact, about two-thirds of all new molecular entities approved in 2000 were supposed to undergo Phase IV studies. 9 These are called “commitment studies,” because companies have a commitment to do them. But in fact, they don’t want to do them. They have nothing to gain, and everything to lose if a serious side effect turns up. So they drag their feet. As of 2003, only half of all drugs that had undergone accelerated approval had been fully investigated in “commitment studies.” Thomas Fleming, a biostatistician at the University of Washington and an adviser to the FDA, observed, “Sponsors, particularly industry sponsors, have a keen sense of urgency to develop an agent in a timely fashion, but once the agent is approved, there is almost a reverse motivation—you’ll market the product until it’s shown not to work.” 10 Theoretically, the FDA has the authority to pull a drug from the market if the company reneges on its commitment, but it has never done so. 11
However, the majority of Phase IV studies fall into neither of these categories. Their purpose is not to get FDA approval for a new use. Nor is it to fulfill a commitment. Instead they are mainly gimmicks to increase sales—as in the Neurontin case. 12 The most common Phase IV trials are so-called surveillance studies. Here sponsors pay doctors to put patients on drugs and answer a few simple questions about how they fared. There is no randomization and no comparison group, so it is usually impossible to draw any reliable conclusions. CenterWatch, a company that serves as a clearinghouse for information about the clinical trials industry, recently ran an article titled “Phase IV Market Steams Ahead.” In it, the aim of surveillance studies was made clear: “The primary purpose of this type of post-marketing research is to familiarize physicians and patients with new drugs.” And the article pointed out that such research does indeed influence doctors’ drug choices and formulary recommendations. 13 How many Phase IV studies are funded out of drug company research and development budgets and how many out of marketing budgets is impossible to know. Probably both contribute.
A few years ago, a doctor sent me an invitation he received to participate in a study sponsored by Salix Pharmaceuticals. It asked him to start five patients with active ulcerative colitis on the company’s drug Colazal. After eight weeks, he would fill out a form and return it to Salix, which would then pay him a $500 “honorarium.” The company would also provide free samples for the patients, plus coupons to cover part of the costs of the drug. The clinical summary to be filled out was short and simple. In fact, it was so short and simple it could have no real scientific value. The first question, for instance, asked, “Overall, how was your experience with Colazal?” and you could check one of three boxes: “extremely pleased,” “pleased,” or “not pleased.” It is hard to believe that this was anything but an excuse to pay doctors to prescribe Colazal. But as CenterWatch observed, “Sponsors must sometimes simplify study protocols to meet their marketing needs and thus limit the scientific validity of the studies.” Anything to get doctors to prescribe your drug.
A “Sweet Spot”
You may remember that I mentioned in Chapter 2 the growth of a large industry to perform clinical trials for drug companies. It consists mainly of private contract research organizations (CROs). These firms run clinical trials for drug companies, using networks of private doctors in their offices. They concentrate particularly on Phase IV studies. “Phase IV studies are the fastest growing segment of clinical spending,” CenterWatch wrote. “This sweet spot in the market is being actively pursued by CRO’s and offers unique opportunity for experienced, community-based clinical investigators.” 14 It’s a “sweet spot” for the doctors, too. They usually make more working for CROs than spending the same time caring for patients. There are now tens of thousands of private doctors doing this work—many of them essentially being paid to prescribe a company drug.
Since the majority of Phase IV studies will never be submitted to the FDA, they may be totally unregulated. Few of them are published. In fact, like all industry-sponsored trials, they are not likely to be published at all unless they show something favorable to the sponsor’s drug. If they are published, it is often in marginal journals, because the quality of the research is so poor. CenterWatch described Phase IV studies this way: “Whereas companies generally prefer [phase I through III] studies to be done by experienced research investigators, phase IV programs offer sponsors the opportunity to initiate and develop strategic relationships, especially with high-volume prescribers.” 15 In other words, it isn’t really research, so don’t worry too much about its scientific validity.
Some of the largest advertising agencies in the world have gotten into the pharmaceutical research and education business on behalf of their clients in the drug industry. They include the three Madison Avenue giants—Omnicom, WPP, and Interpublic. To provide their clients with more integrated service, they have purchased or invested in CROs and medical education and communication companies (MECCs). Take Omnicom. It is part owner of SCIREX—a CRO. That relationship enables the marketers to direct research toward drugs they think could be big sellers. One advertising executive said, it is “getting closer to the test tube.” Omnicon also owns Proworx—a MECC accused of ghostwriting articles in the Neurontin case. 16
The ad agency WPP owns Intramed—another MECC apparently in the ghostwriting business. The New York Times obtained a transcript of a conference call in which an Intramed vice president reportedly told doctors, “We would like to help draft this manuscript, and then submit it to you for your—for your editing and for approval.” According to the account, a representative of WPP’s client Novartis was also on the phone. He added that the company wanted “a quick, down and dirty” article. One of the doctors responded, “I think we’re quite clear on what you want the next manuscript to look like.” 17 The fact that these huge advertising agencies own or employ research and education companies shows clearly just what is subordinate to what in this business. “Clinical research” and “education” are just tools of the marketers.
One of the more convoluted examples of research that at least in part serves marketing purposes is the story of Eli Lilly’s drug Xigris. 18 In 2001, Xigris was approved to treat severe sepsis, blood-borne infections that are a common cause of death in intensive care units (ICUs). Its approval was not a sure thing. In the key clinical trial submitted to the FDA, 25 percent of patients taking Xigris died, compared with 31 percent of those on standard treatment. That is not a big difference, although it was statistically significant. The FDA advisory panel split evenly on whether to recommend approval, with some saying another clinical trial was needed. Lilly priced Xigris at $6800 per treatment and expected it to become a blockbuster and make up for the sales the company would lose when Prozac’s patent protection ran out that year. But because of the high cost, many hospitals decided that the drug was not worth it. They could get more bang for the buck, they thought, by putting that money to other uses. By the spring of 2002, it was clear that sales of Xigris were not meeting expectations.
So Lilly hired a new advertising firm, Belsito & Co., to handle the Xigris account. The company pitched a campaign it called “The Ethics, the Urgency and the Potential.” The idea was not to do more research on the drug’s effectiveness but instead to do research on whether ICU patients were generally being deprived of treatments because of cost. That approach could be used to convince people that it was unethical not to use Xigris, because it was tantamount to rationing lifesaving treatment. To that end, Lilly gave a $1.8 million grant for a comprehensive study of rationing in ICUs. Dr. Mitchell Levy, head of the medical ICU at Rhode Island Hospital, who pronounced the data behind Xigris “damn good,” was tapped to lead a twenty-person committee called the Values, Ethics & Rationing in Critical Care Task Force. (It has its own website, www.vericc.org.) Other members include prominent ethicists, hospital directors, and ICU specialists from all over the country.
Lilly also managed to get a new federal diagnostic code for severe sepsis, so that the incidence could be tracked. That way they would have a better idea of the size of the potential market and how to promote Xigris better. More important, it got the Centers for Medicare & Medicaid Services to agree to reimburse half the charge for Xigris, up to $3400 a treatment. That kind of deal is unheard of. The standard way Medicare reimburses hospitals is according to the diagnosis—so much for a heart attack, so much for a stroke, so much for pneumonia, and so forth. It does not pay for a specific drug or other treatment. What Lilly got for Xigris is unique. In case you are wondering, Lilly told The Wall Street Journal it has no intention of lowering the drug’s price. And the profit margin? The company isn’t telling.
The Xigris story shows how throwing money at academics can shift the focus from where it should be in this case—the exorbitant price of a drug of uncertain effectiveness—to the ethics of rationing. One clinical trial is usually not enough to prove benefit conclusively. The FDA asked Lilly to conduct Phase IV commitment studies to elucidate further the risks and benefits. One would hope the company is as keen on doing those studies as on demonstrating rationing in ICUs, but somehow I doubt it.
Consequences of the Masquerades
This chapter and the last have been about marketing masquerading as education and research—often coupled together. First, faux research yields a faux answer to a clinical question. Then faux education assures that doctors everywhere hear about it, so they can write millions of prescriptions based on the faux information. Bribes and kickbacks sometimes grease the skids.
Well, you might ask, what is really wrong with that? The process is admittedly deceptive, but if it means that more people get prescription drugs, isn’t there a net benefit? After all, the drugs are probably on balance helpful, or the FDA wouldn’t have approved them and doctors wouldn’t prescribe them. Shouldn’t we pay more attention to the outcome and less to the process?
I find it hard to imagine that a system this corrupt can be a good thing, or that it is worth the vast amounts of money spent on it. But in addition, we have to ask whether it really is a net benefit to the public to be taking so many drugs. In my view, we have become an overmedicated society. Doctors have been taught only too well by the pharmaceutical industry, and what they have been taught is to reach for a prescription pad. Add to that the fact that most doctors are under great time pressure because of the demands of managed care, and they reach for that pad very quickly. Patients have also been well taught by the pharmaceutical industry’s advertising. They have been taught that if they don’t leave the doctor’s office with a prescription, the doctor is not doing a good job. The result is that too many people end up taking drugs when there may be better ways to deal with their problems.
This conclusion was underscored by a large trial sponsored by the National Institutes of Health of ways to prevent adult-onset diabetes in people at high risk for the disease. 19 One group in the trial received placebo, and 29 percent of patients in that group developed diabetes over a three-year period. The second group received a drug called metformin (the generic form of Bristol-Myers Squibb’s blockbuster Glucophage), and they did somewhat better—22 percent developed diabetes. But the third group did much better than either of the other two. They were placed on a moderate diet and exercise program, and only 14 percent got diabetes. In other words, diet and exercise were better than the drug. But trying diet and exercise instead of a drug is not likely to happen in real life. Drenched as we all are in prescription drug promotions, both doctors and patients are far more likely to go for the Glucophage. Besides, insurers don’t usually pay for diet and exercise programs.
More serious is the fact that many of us are taking a lot of drugs at once—often five, maybe ten, or even more. This practice is called “polypharmacy,” and it carries real risks. The problem is that very few drugs have just one effect. In addition to the desired effect, there are others. Some are side effects doctors know about, but there may also be ones we are not aware of. When several drugs are taken at once, those other effects may add up. There may also be drug interactions, in which one drug blocks the action of another or delays its metabolism so that its action and side effects are increased. When the function of an organ, for instance the liver or the kidneys, is even slightly impaired, the probability of complications from one or more medications increases. And the more medications taken, the more likely it is that one of them will interfere with the normal function of some organ.
Recently, The Boston Globe carried a story about polypharmacy. 20 The case in point was a fifty-year-old woman who was taking eighteen prescription drugs at a cost of nearly $16,000 per year. Nearly all of them were expensive brand-name drugs. They were meant to treat a variety of ailments, including diabetes, depression, anxiety, allergies, migraines, and pain (for which she was taking the ubiquitous Neurontin). Four of the drugs were for psychiatric problems—clonazepam for anxiety, Lexapro for depression, Trileptal for depression (not approved for this use), and Elavil for depression and sleeplessness. Reportedly, she could barely get around, and her roommate said that she was sometimes dizzy or fell or couldn’t stand up. No wonder! Most psychiatric drugs cause some degree of drowsiness, and so does Neurontin. I can only imagine what all of them together do. It would be virtually impossible to sort out which of her complaints were caused by illness and which by all the drugs. What she probably needed was less medication and more medical attention. Experienced specialists are familiar with this phenomenon of overmedication and often start their evaluation of a patient who is not doing well on multiple drugs by eliminating most or all of the medications. Frequently, the patient improves.
This is not to gainsay the vital role of good prescription drugs in health care. There is no doubt that many people live longer, better lives because of them. As I said in Chapter 6, we need them. But they should be prescribed carefully and only when necessary, and doctors’ judgment about their prescription should be based on real research and education, not on the marketing that passes for it.
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NOTHING DRUG COMPANIES DO IS AS profitable as stretching out monopoly rights on their blockbusters. For all the talk about free enterprise, the pharmaceutical industry’s lifeblood is government-conferred monopolies—in the form of patents granted by the U.S. Patent and Trademark Office (USPTO) and exclusive marketing rights granted by the Food and Drug Administration (FDA). The two forms of exclusivity operate somewhat independently, as discussed in Chapter 1. Both make it illegal, for a specified time, for competitors to sell the same drug. 1 Extending that privileged time by a variety of stratagems is the most innovative activity of big pharma. For blockbuster drugs, it is certainly the most lucrative.
Once a company loses exclusive rights to a drug, the FDA permits generic versions to come on the market. When that happens, sales of the brand-name drug plummet—partly because brand-name drugs almost never lower their prices in response to competition. When only one generic drug is on the market, its price may not be much lower than that of the brand-name drug, because generic manufacturers engage in something called “shadow pricing”—keeping prices just beneath the brand-name price. But when more generics enter the market, prices fall to as little as 20 percent of that of the brand-name drug. 2 Since pharmacists are permitted to substitute a generic unless doctors specify otherwise in their prescriptions, that competition usually spells the end of the brand-name drug’s run. For manufacturers of blockbusters (drugs with annual sales of more than a billion dollars), that means a loss of hundreds of millions of dollars a year.
You can see that keeping generics off the market, even for six months, is worth a lot, and drug company lawyers are amazingly creative at devising ways to do so. “There are anywhere from ten to twenty tactics [drug companies] use to protect their products,” observed Roger L. Williams, the FDA director of pharmaceutical science. And the stock analyst Hemant K. Shah explained, “The anti-generic strategy by pharmaceutical companies has probably the highest rate of return of any business activity they do right now.” 3 (Note that he didn’t mention research and development or innovation.) In short, the legions of lawyers companies employ for this purpose more than earn their keep.
How to Get a Monopoly
Let’s look at patents first. I don’t propose to, nor can I, make you experts in patent law, but a quick review will help to understand how drug companies abuse it. Patents were provided for in Article I, section 8, of the U.S. Constitution, which reads, “Congress shall have power . . . to promote the progress of science and useful arts, by securing for limited times to authors and inventors the exclusive right to their respective writings and discoveries.” You can see that the original idea was to stimulate useful discoveries and inventions, as well as to reward inventors. But over time, patents have come to be seen primarily as rewards, even when they actually obstruct the “progress of science and useful arts.” Drug company patents, in particular, are immensely valuable property, but although they encourage companies to bring drugs to market, they have relatively little to do with stimulating innovation, which usually occurs outside the industry, as we saw in Chapter 4. Companies may later get patents on new uses of innovative drugs they acquire.
There are several types of patents, but the one that applies to prescription drugs has a term of twenty years from the date the application is filed with the USPTO. A patent can apply to one of four possible features of a drug: the drug substance itself; the method of use; the formulation; or the process of making it. Drug substance patents simply cover the chemical composition of the active ingredient. Method of use patents cover the use of a drug to treat a particular condition, such as heart failure or depression. Formulation patents cover the physical form of a drug, such as liquid or capsule, and the method of administration, such as by mouth or injection. And process patents cover manufacturing methods. To be patentable, the “invention” is supposed to be “useful, novel, and non-obvious.” Useful originally meant what it seems to—that it had some practical benefit. Novel meant it was significantly different from earlier inventions. And non-obvious meant it was not simply the next step any knowledgeable person in the field would take but rather a conceptual leap. 4
In Chapter 1, I spoke of 1980 as a watershed year for the pharmaceutical industry—the year it went from being just a very good business to being a stupendous one. Among the changes was a general relaxation in the requirement that patentable inventions had to be useful, novel, and non-obvious. 5 In 1980, the U.S. Supreme Court lowered the standard for usefulness by holding that inventions didn’t have to have practical implications but could be useful only for further research (this allowed for the patenting of genes). And in 1982, a new court (called the Court of Appeals for the Federal Cir-cuit) was created to hear appeals of patent denials. It has been generally very lenient, particularly with regard to the non-obviousness standard. Many patents are now granted for highly obvious uses of drugs—for example, Lilly obtained a patent to use Prozac for depression, then another to use it for obesity. Hardly a conceptual leap. Furthermore, the USPTO actually has an incentive to grant patents rather than deny them, because its examiners are paid bonuses that depend in part on the number of patents they process. Since it is faster to grant a patent than to deny it and risk having the decision appealed, granting patents is what the examiners tend to do. The result is that nowadays nearly anything—including new uses, dosage forms, and combinations of old drugs, even the coatings and colors of pills—can be patented.
Exclusivity conferred by the FDA is different from patents. 6 It is granted at the time a drug is approved for marketing, which is usually much later than the primary patent is obtained. The agency essentially says to the company, “Okay, you’ve shown your drug is safe and effective in clinical trials, so you may market it for a certain period of time, during which we won’t approve the same drug made by anyone else.” (Technically, what is protected is the clinical trial data, but in practical terms, it amounts to the same thing as exclusivity for the drug itself.) During that time, there can be no generic competition, even if there is no patent in effect. The FDA’s standards for granting exclusivity are more stringent than the USPTO’s standards for patents, since the FDA standards depend on successful clinical testing. And the period of exclusivity is shorter—usually five years for new molecular entities, seven years for orphan drugs (those with an expected market of fewer than 200,000 people), and three years for changes in already approved drugs.
Even after that time is up, however, the agency is not allowed to approve a generic drug while a relevant patent is still in effect (the trick is deciding whether it is relevant, as we will see shortly). For that reason, companies are supposed to list relevant patents with the FDA in a publication known as the Orange Book (available on the FDA website). These are not all patents on the drug, of which there may be many. They are just the patents on the FDA-approved drug substance itself, its formulation, and its approved use. Thus, generic competition can be held off by either a relevant patent or an FDA grant of exclusivity, or both.
. . . And How to Stretch It
As a result of a number of industry-friendly laws and regulations passed in the last two decades, periods of exclusivity have become stretched to an absurd extent. In 1980, exclusivity lasted for the standard seventeen-year patent term (since changed to twenty years), minus the time for clinical testing. Now, given the ingenuity of the industry’s patent lawyers, it can be much, much longer. Let’s look at the most important of the new laws before we see how drug companies abuse them.
In 1984, Congress passed the Drug Price Competition and Patent Term Restoration Act, commonly known as Hatch-Waxman after its sponsors, Senator Orrin Hatch (R-Utah) and Representative Henry Waxman (D-Calif.). The original intention was to stimulate the generic drug industry while providing some additional exclusivity for brand-name drugs to make up for long development and FDA approval times. The law was supposed to establish a balance between the generic industry, which was foundering at the time (probably Representative Waxman’s main concern), and big pharma (no doubt Senator Hatch’s main concern).
Accordingly, the law greatly simplified the FDA approval process for generic companies. No longer did they have to test their drugs in clinical trials. All they had to do was show the FDA that their drugs contained the same active ingredients as the brand-name drugs they copied (called the “pioneer” drugs) and acted in the same way in the body—that is, they were “bioequivalent.” That made sense. After all, brand-name drugs have already been tested in clinical trials. Why do it again? That part of Hatch-Waxman has worked well. Generic drugs went from representing less than 20 percent of prescriptions in 1984 to about 50 percent now (even though they account for only about 10 percent of total sales because they are much cheaper). 7
But let’s look at what else Hatch-Waxman did. 8 It provided for up to five years of additional patent life for drugs that experienced long delays in coming to market because of clinical testing and FDA approval. And it contained two other provisions that have led to no end of mischief. It stipulated that if a brand-name company sues a generic company for patent infringement, FDA approval of the generic drug will automatically be delayed for thirty months (unless the case is decided before then, which is unusual)—whatever the merits of the suit. In effect, the FDA will add thirty more months to the brand-name drug’s exclusivity.
This is how it works. You’ll remember that drug companies are supposed to list relevant patents in the FDA Orange Book. If a generic company seeking FDA approval believes a patent still in effect is not relevant (that is, it was improperly listed), it is supposed to notify the brand-name company. Then the brand-name company has the option of suing within forty-five days and triggering the thirty-month delay. The idea was that thirty months would be long enough for the legal issues to be worked out. Furthermore, Hatch-Waxman stipulated that the first generic company to challenge a patent in that way would have six months of exclusivity—free from competition by other generics. That would be its reward for taking on a big drug company.
Hatch-Waxman has been a bonanza for big pharma. While it was meant to stimulate generic competition, it has often had exactly the opposite effect. Since then, brand-name drug companies routinely file not just one patent on their blockbusters but a series of them spread throughout the life of the first one. These patents are on every conceivable feature of the drug—never mind usefulness, novelty, or non-obviousness, or how remote from the originally approved drug and its approved use. And remember, patents are very easy to get. The result is that generic companies are routinely charged with infringement of one of these secondary patents, which immediately triggers thirty months of additional exclusivity. Companies sometimes try to slow the process still more by filing so-called citizen petitions, in which they pretend to raise safety concerns about a generic drug. And finally, they may even pay a generic company to agree to defer entry into the market. Because of the six-month exclusivity given to the first generic company, this collusion blocks other generic companies. Through such shenanigans, exclusivity can be prolonged for years. 9
That sort of gaming of the system is not supposed to be possible. Under the law, only challenges to patents listed in the FDA’s Orange Book are supposed to trigger the thirty-month delay. To be listed in the Orange Book, patents are supposed to apply only to the drug itself, its formulation, and the use or uses for which it was approved. In other words, they are supposed to be directly relevant. Other patents related to the drug—like those for unapproved uses or for manufacturing processes—are not supposed to be listed. But the FDA does not even attempt to hold drug companies to that restriction. The companies list any patents they choose. For example, there is a patent listed for Neurontin on its use for neurodegenerative diseases, despite the fact that it is not approved for that use. Sometimes companies list virtually the same patent twice. Furthermore, the patents may be listed at any time, even years after original approval. That means there can nearly always be a frivolous patent in effect that can be used as an excuse for suing generic companies, thus triggering the thirty-month additional exclusivity. By filing new patents after the first lawsuit, then suing for infringement of those, drug companies can even obtain successive thirty-month stays. While Hatch-Waxman did indeed boost the generic industry, it did far more for big pharma.
Subsequent congressional actions have added still more exclusive marketing time. 10 In accord with 1994 international trade agreements, Congress increased the basic patent term from seventeen years after issuance to twenty years after filing—which is usually longer. And finally, the Food and Drug Administration Modernization Act of 1997 added six months of protection if drug companies test their drugs in children. One might think that drugs to be used in children should be tested in them anyway, as a condition of FDA approval. But while the agency can require such testing, it seldom does. Instead, Congress offered the industry a gigantic bribe. The result is that drug companies now test their blockbusters, including drugs to treat primarily adult diseases like high blood pressure, in children, just because the extra protection is so lucrative. Less profitable drugs might not be tested in children, even though they are far more likely to be used in them.
Playing the Game
I have described various ways drug companies can extend their exclusive marketing rights on blockbusters, but they don’t just select one from the menu. Instead, they use every possible stratagem simultaneously, so that if one fails another might work. First, companies change their top-selling drugs in ways that will add three years’ exclusivity, in accord with Hatch-Waxman. Second, they file for multiple patents, staggered over months or even years, which serve as pretexts for lawsuits to trigger thirty-month extensions. Third, nearly every blockbuster is tested in children to get an extra six months of exclusivity, whether the drugs are likely to be used by children or not. Fourth, brand-name companies may collude with generic companies to delay their entry into the market or to keep prices high. And fifth, they may get a new patent and FDA approval for a trivial variation of their blockbuster and promote it as an “improved” version of the original.
In Chapter 5, I showed how the makers of three blockbusters—Prilosec, Claritin, and Prozac—launched virtually identical drugs just as generics were scheduled to come on the market. The idea was to switch users to the new drugs. Astra-Zeneca patented Nexium, a form of Prilosec, and got three years’ FDA exclusivity for it. Schering-Plough patented Clarinex, which is what Claritin turns into in the body, and got five years’ exclusivity for that. Eli Lilly launched Sarafem, which is simply Prozac used for premenstrual tension, and got three years’ exclusivity for that. (Lilly also patented weekly Prozac.) But what I did not discuss was how these same companies were simultaneously using Hatch-Waxman and the pediatric extension to fend off generic competition. Let’s look at that strategy now.
Prilosec
The heartburn drug Prilosec was once the number-one drug in the world, with sales of about $6 billion a year. 11 Patented by a Swedish company that later became part of the British drug giant AstraZeneca, Prilosec was approved by the FDA in 1989. The primary patent was scheduled to expire in October 2001, after a six-month extension for pediatric testing. But the company continued to file more patents, eventually listing eleven in the Orange Book, that would extend patent protection until 2019 (although there was no realistic expectation that these later patents would withstand challenge). And for each of them, the company claimed an additional six months for testing the drug in children, even though heartburn is hardly a top pediatric problem.
When Prilosec’s exclusivity approached its end, Astra-Zeneca was loaded for bear. It sued generic companies right and left, charging infringement of these multiple secondary patents. For example, it had obtained a patent on the idea of combining Prilosec with antibiotics, then argued that a generic drug would infringe on that patent because doctors might prescribe it with an antibiotic. It also patented a substance made in the body after Prilosec is swallowed (a metabolite) and claimed people would infringe on that patent if they swallowed a generic. (Note that the culprit would be the hapless consumer, but the generic company would be guilty of contributing to the offense.) Three generic companies were stopped because a court found they had infringed on Prilosec’s patent on the capsule’s coating. As a result, no generic drug was able to enter the market even after Prilosec’s exclusive marketing rights expired. AstraZeneca’s CEO, Tom McKillop, was evidently pleased, as well he might have been. He told The Financial Times of London, “Our defense strategy has already given us longer exclusivity over the last few months. And now it is likely to give us some months more and maybe even a lot longer than that.” 12
This kind of nonsense is not unique to AstraZeneca. In fact, it is fairly typical. Nothing is too ridiculous to take to court if it will extend exclusivity. Unfortunately, it is hard to appreciate the low comedy, given that such machinations add billions of dollars to the U.S. drug bill. A generic version of Prilosec did not arrive on the market until the end of 2002, and then, because it had six months’ exclusivity, its price was almost as high as that of the brand-name drug. Clearly, AstraZeneca had by no means put all its eggs in the Nexium basket.
And the company had one more trick up its sleeve. When the string was finally running out, it petitioned the FDA to convert Prilosec from a prescription drug to an over-the-counter (OTC) product. That was a very shrewd maneuver. According to Hatch-Waxman, switching from prescription to OTC status can buy another three years of exclusivity if it is accompanied by some minimal testing, mainly to show that consumers can understand the instructions for using the drug. On that basis, a slightly modified OTC version of Prilosec came on the market (in conjunction with Procter & Gamble). Other formulations remained available by prescription. (The FDA does not permit identical formulations to be sold both by prescription and over the counter.) The result was that AstraZeneca preserved its monopoly in the prescription market with Nexium, and with Prilosec it accomplished the same thing in the OTC market.
Claritin
Now let’s look at how Schering-Plough played the game with its blockbuster Claritin—an antihistamine said to cause less drowsiness than cheaper over-the-counter drugs like Benadryl. 13 Before it lost its exclusivity, Claritin cost $80 to $100 for a month’s supply, compared with about one-tenth that for Ben-adryl. At its peak, it had sales of about $2.7 billion per year. Claritin was patented by Schering-Plough in 1981 but not approved by the FDA until 1993—after much scientific controversy about whether it is any better than a placebo at the low doses necessary to prevent drowsiness. The seventeen-year patent should have expired in 1998, but Hatch-Waxman added two years to make up for the long approval time, the international agreement to extend the duration of drug patents then added twenty-two months, and pediatric testing added another six months. These three extensions amounted to an additional four years and four months of exclusivity—worth many billions of dollars in sales. Starting in 1998, Schering-Plough sued eight generic drug companies for infringement of one or more of the four Claritin patents it had listed in the Orange Book. The company’s legal costs were reported to be about $5 million a case—a pittance compared with the stakes.
Schering-Plough patented the active metabolite of Claritin and launched it as Clarinex just before Claritin’s exclusive marketing rights expired at the end of 2002. But that left the problem of what to do with Claritin. Like AstraZeneca, Schering-Plough was unwilling to have its blockbuster die in a losing competition with generics. Furthermore, generic drugs might also erode sales of Clarinex (for one thing, the names are too much alike), on which Schering-Plough was pinning its hopes. So in 2002 it did something similar to what AstraZeneca did. It petitioned the FDA to change Claritin from a prescription drug to an OTC product. But unlike AstraZeneca, it moved all formulations of its blockbuster to OTC status, leaving nothing to be sold as a prescription drug. Since identical formulations are not sold as both prescription and OTC drugs, that prevented any generic companies from entering the prescription market. However, Schering-Plough did not get three years’ exclusivity for the OTC products, so they face competition. And the company has been much less successful with Clarinex than AstraZeneca has been with Nexium.
Prozac
As Prozac was nearing the end of its exclusivity, Eli Lilly also sued generic makers who hoped to enter the market. 14 One of them, Barr Pharmaceuticals, charged that Lilly had listed essentially duplicate patents in the Orange Book. In 2000, the Court of Appeals for the Federal Circuit agreed. It found that Lilly had “double-patented” Prozac and changed the exclusivity expiration date from December 2003 to February 2001. The U.S. Supreme Court refused to hear an appeal, but Lilly used pediatric testing to extend the time to August 2001. Generic forms of Prozac are now on the market, at much lower prices. Usage has also dropped, as people respond to advertising for similar brand-name (and now more expensive) selective serotonin reuptake inhibitors like Paxil and Zoloft. However, in June 1999, Lilly patented Weekly Prozac, a new formulation (the previous version is taken daily). It was approved by the FDA six months before the Prozac patent expired and had exclusive marketing rights until February 2004.
The most ingenious move to extend the life of Prozac was the creation of Sarafem—the identical drug in the identical dose, but colored pink and lavender instead of green, and taken for a new indication. In 1990 Dr. Richard Wurtman, director of MIT’s Clinical Research Center, and his wife, Dr. Judith Wurtman, took out a method of use patent on selective serotonin reuptake inhibitors for the treatment of premenstrual syndrome. According to a CNN report, they tried to license the use to Eli Lilly, but the company was not interested—then. 15 So they licensed it to Interneuron Pharmaceuticals, a small biotechnology company cofounded by Richard Wurtman, which is now called Indevus Pharmaceuticals. In 1997, Lilly, faced with the imminent loss of Prozac’s exclusivity, changed its mind. It decided to license Prozac’s use for premenstrual syndrome from Interneuron—reportedly for $2 million plus a percentage of sales.
Lilly renamed Prozac “Sarafem” and got FDA approval to market it for “premenstrual dysphoric disorder (PMDD)”—an example of the new move by drug companies to promote diseases for drugs, rather than the reverse. The Wurtmans and MIT get a portion of Indevus’s royalties. Sarafem’s exclusivity was supposed to last until July 2003, but Lilly received a six-month extension because it tested the drug in children—something I can’t imagine would be scientifically illuminating, since these “children” must have been very nearly adults if they were experiencing PMDD. Sarafem was priced slightly higher than the identical drug when it was called Prozac. Now that generic Prozac is on the market, Sarafem costs nearly three times as much—$5.70 per pill at my local drugstore in 2004, compared with $2.00 for the generic. Lilly evidently counts on its marketing to persuade doctors to prescribe the brand-name drug instead of the generic version.
Paxil
The clear champion in the Hatch-Waxman sweepstakes is GlaxoSmithKline and its blockbuster Paxil. 16 This is a me-too drug. Like Lilly’s Prozac, it is a selective serotonin reuptake inhibitor to treat depression—now also approved for a variety of other conditions like “social anxiety disorder.” It was originally approved by the FDA in 1992. In 1998, a generic company, Apotex, signaled its intention to produce a generic version. GlaxoSmithKline sued it for infringement of its sole patent listed in the Orange Book, and that suit triggered the first thirty-month stay on Apotex. GlaxoSmithKline then began to list nine new patents in the Orange Book. Starting seventeen months into the first thirty-month stay, it sued Apotex successively for infringement of four newly listed patents. Those lawsuits generated four more thirty-month delays, which were staggered, so that altogether GlaxoSmithKline extended its exclusivity by over five years—from 1998 to mid-2003. That represented a gain of billions of dollars in sales for the company. Yet it is highly questionable whether the additional patents met the criteria for listing in the Orange Book.
Reaction
In a damning report issued in July 2002, the Federal Trade Commission (FTC) documented the widespread anticompetitive activities within the pharmaceutical industry. 17 And it implicitly took the FDA to task for failing to enforce legal restrictions on the listing of patents in the Orange Book. The FDA has claimed it doesn’t have the resources or expertise (an incredible piece of modesty) to check Orange Book listings, so it relies on the word of the drug companies. The FTC was appropriately skeptical about this honor system, as anyone who had the slightest inkling of how this industry works would be. In sum, the FTC found evidence that Hatch-Waxman is regularly exploited to prevent generic competition, and it has taken antitrust action against several brand-name and generic drug companies that colluded to keep generic drugs off the market. It also criticized the use of bogus “citizen petitions” to slow the approval of generic drugs. Finally, it suggested changes to Hatch-Waxman that would curb the abuse—including limiting drug companies to one thirty-month stay per drug and prohibiting agreements between brand-name and generic companies to delay the entrance of generic drugs to market.
The FTC report caused a brief public outcry, and in 2002 Senators Charles Schumer (D-N.Y.) and John McCain (R-Ariz.) introduced legislation that incorporated the FTC recommendations for reform of Hatch-Waxman. It passed the Senate but died in the House and has not been resurrected. Under pressure, the Bush administration promulgated its own regulations that would limit drug companies to one thirty-month stay for suing generic companies. But these regulations are vague about whether the limitation means one stay per drug or one stay per generic company or one stay per patent, and they seem to introduce a large loophole by imposing no time limitation on when the lawsuit could be filed. Conceivably, a drug company could wait until a generic was approved and on the loading docks before filing. The new regulations also expand the types of patents that can be listed in the Orange Book and, unlike the Senate bill, do not permit generic companies to challenge a listing. 18 In fact, many observers see the administration move as a way to forestall more meaningful reform in Congress. But that is a subject for the next chapter, which will ask just how friendly our government is to the pharmaceutical industry.
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THE HEAVY HAND OF BIG PHARMA IS felt at all levels of government. Nothing demonstrated that influence more plainly than the prescription drug benefit added to Medicare in late 2003. 1 You will remember that Medicare originally didn’t pay for outpatient prescription drugs because when the program was created, in 1965, there was not much need for such a benefit. People didn’t take nearly as many prescription drugs back then, and the drugs they did take were much less expensive. But now, senior citizens often take five or six drugs a day, at a cost of thousands of dollars a year out of pocket. Since seniors constitute a strong voting bloc, both political parties were eager to provide a drug benefit before the 2004 elections.
But look at what Congress did. They passed a bill that explicitly prohibits Medicare from using its enormous purchasing power to bargain for low prices. Medicare will have no say in what drug companies are paid, and it will have to cover expensive me-too drugs as well as more cost-effective ones. It isn’t even permitted to peg charges to the average wholesale price, as is now the case when Medicare reimburses for drugs administered in hospitals or doctors’ offices. To make sure that Medicare will not be able to influence drug prices, the benefit will be administered not by Medicare itself but by multiple private companies with much less bargaining power. Medicare will subsidize these companies but have no other role.
What a bonanza for big pharma! Every other large purchaser—from the Veterans Affairs (VA) system to Aetna and General Motors—negotiates for favorable prices. But not Medicare—potentially the biggest purchaser of them all. That prohibition means not only that the market will expand but that there will be little restraint on prices. As soon as the bill passed, stock prices of the big drug companies shot up, after a long period of decline. Investors knew good news when they saw it.
And the news for senior citizens and the rest of the public? Not so good. The bill originally contemplated expenditures of $400 billion over ten years—or $40 billion a year. About a quarter of that was explicitly earmarked for what can only be called bribes—billions to keep employers from dropping retiree benefits, billions to private insurers to get them to cover seniors, billions to increase fees to doctors and payments to rural hospitals to get the American Medical Association and the American Hospital Association on board, and so forth. That left about $30 billion a year to pay for drugs. How far would that have gone? Not far. In fact, at the current rate of increase, in just a couple of years, rising drug expenditures would have canceled it out altogether. Furthermore, the benefit is so complicated and the scheme of administering it through multiple private payers so daunting that the overhead costs will quickly consume much of what is left.
Within a few weeks of the bill’s passage, the White House upped the estimated cost to $530 billion. Later it was reported that the chief actuary of the Centers for Medicare & Medicaid Services had pegged the cost at about $550 billion five months before the bill passed—in plenty of time for Congress to have second thoughts. But the administration reportedly kept this more realistic estimate from Congress until the bill was safely passed. 2
The fact is that this benefit will provide very little relief for seniors. Even at the outset, many seniors will pay more in monthly premiums and deductibles than they will receive. As costs rise (and they surely will), the deficit-ridden Congress will try to pay for the benefit by wringing it out of the rest of the Medicare program. Seniors may see their monthly part B premiums (taken out of their social security checks) increase, whether they sign up for the drug benefit or not. Deductibles and co-payments will rise. And it is even possible that other Medicare services will have to be curtailed to pay for the drug benefit. But remember, Congress agreed to postpone implementation of the benefit until 2006, when the Bush administration would not have to answer for the consequences. Let the chickens come home to roost then.
All this is not to say we don’t need a Medicare prescription drug benefit. We do. But it should be administered through the Medicare program itself, which should be able to negotiate prices like any other large purchaser. All senior citizens should be fully covered for all cost-effective drugs. Medicare should have a formulary of the most cost-effective drugs, just as large private insurers do. Done this way, a Medicare prescription drug benefit would probably cost less than the present one will but provide much better and more efficient coverage. Nearly all of the money would go toward purchasing drugs, not toward windfall profits for the pharmaceutical and insurance industries and the pharmacy benefit management companies (more about them in the next chapter).
If it’s that simple, why didn’t Congress get it right? The answer is the pharmaceutical industry is so powerful that its interests take precedence over yours. It has essentially hired the government to do its bidding. In the words of Senator Richard J. Durbin (D-Ill.), “PHRMA [the Pharmaceutical Research and Manufacturers of America], this lobby, has a death grip on Congress.” 3 That is a serious charge, but the facts bear it out. Big pharma simply would not have permitted a Medicare drug benefit that included price negotiations. Congress was willing to make a useless transfer of billions of extra dollars from taxpayers to the drug companies and pharmacy benefit managers rather than cross big pharma.
The industry is cozy with both Republicans and Democrats and with both the White House and Congress. But most of its attentions are lavished on Republicans, and vice versa. The New York Times reported that in 1999, Jim Nicholson, then chairman of the Republican National Committee, wrote to Charles A. Heimbold, then CEO of Bristol-Myers Squibb, “We must keep the lines of communication open if we want to continue passing legislation that will benefit your industry.” 4 That lets you know where the public stands. Heimbold is now ambassador to Sweden, and why not? He reportedly gave over $200,000 to Republicans in the 2000 campaign and asked other Bristol-Myers Squibb executives and their spouses to give a thousand dollars apiece to George W. Bush. The total take for the Republicans from the company was $2 million. The “lines of communication” are evidently in super shape.
What It Takes
Big pharma makes its influence felt through a variety of well-worn methods and a few new ones. Lobbying is tried and true, but big pharma employs it on a new scale. In addition, big pharma contributes money to nearly every political campaign that may affect its fortunes. And recently, the industry has put increasing resources into the formation and support of ostensibly “grassroots” organizations to promote its interests in the media. Let’s look at these methods in more detail.
Special Lobbyists
The pharmaceutical industry has by far the largest lobby in Washington—and that’s saying something. In 2002 it employed 675 lobbyists (more than one for each member of Congress)—many drawn from 138 Washington lobbying firms—at a cost of over $91 million. 5 The job of these lobbyists is to prowl the corridors of power in Washington to promote drug company interests. The industry’s trade association, 
PHRMA, also maintains its offices in Washington, where it had a full-time staff of 120 in 2002, and accounted for $14 million of the lobbying expenditures and 112 of the lobbyists. According to the consumer advocacy group Public Citizen, from 1997 through 2002, the industry spent nearly $478 million on lobbying.
Drug company lobbyists are extremely well connected. In 2002, they included 26 former members of Congress, and another 342 who had been on congressional staffs or otherwise connected with government officials. Twenty had been congressional chiefs of staff, serving such influential members as House Ways and Means Committee Chairman Bill Thomas (R-Calif.) and Senate Judiciary Committee Chairman Orrin Hatch (R-Utah). The lobbyist Nick Littlefield had been chief counsel for Senator Edward Kennedy (D-Mass.), of the Health, Education, Labor and Pensions Committee. Some lobbyists were actually related to members of Congress, including Scott Hatch, son of Senator Orrin Hatch, and former Senator Birch Bayh, father of Senator Evan Bayh (D-Ind.) and also father of the Bayh-Dole Act. Two former chairmen of the Republican National Committee (one now the governor of Mississippi) also joined the ranks of drug company lobbyists. You get the idea. Even without the political contributions (which I will describe next), this revolving door between government and lobbyists guarantees that the industry will have attentive and sympathetic ears in Washington.
No one seems to be concerned about the obvious conflicts of interest. Look at Senator Hatch. From 1991 through 2000, he was the number-one recipient of campaign contributions from the pharmaceutical industry, and has steadfastly championed its causes in the Senate. His son, Scott, worked for many years for a lobbying firm called Parry, Romani, which counted pharmaceutical companies among its clients. In 2002, he opened his own firm—Walker Martin & Hatch—which proved remarkably successful, even in its first year. According to the Los Angeles Times, most of its business comes from companies that count on Orrin Hatch for support. 6 Among its clients are 
PHRMA and GlaxoSmithKline. Now hear what the Hatches have to say about all this. According to the Times, the son said, “I don’t think I get treated any different in the [congressional and government] offices. I don’t get a sense that they’re saying, ‘Oh, this is Senator Hatch’s son.’ I think they see three hard-working gentlemen and respect that.” Really? The father, in contrast, seems to live in the real world. He told the Times, “Scott is my son, so naturally I would expect him to have clients that are interested in what I do.”
Generous Contributions
The industry also gives copiously to political campaigns. In the 1999–2000 election cycle, drug companies gave $20 million in direct campaign contributions plus $65 million in “soft” money. Although big pharma used to give roughly equal amounts to both parties, about 80 percent of its contributions now go to Republicans. But there is still enough left for key Democrats. The citizen group Common Cause looked at the top recipients of drug company donations during the 1990s. It found, not unexpectedly, that Senator Hatch led the Senate, followed by Senator Bill Frist (R-Tenn.), who became the Senate majority leader. In the House, Representative Bill Thomas was number one, followed by Representative Nancy Johnson (R-Conn.). 7
But powerful Democrats from states that are home to major drug companies, such as former Senator Robert Torricelli (D-N.J.) and Senator Joseph Lieberman (D-Conn.), also enjoyed substantial industry favors. As just one example, in 1999, Torricelli introduced a bill to make it easier to extend the patents of Schering-Plough’s blockbuster Claritin and a few other drugs. According to Common Cause, this bill was introduced a day after Schering-Plough made a $50,000 contribution to the Democratic Senatorial Campaign Committee, which Torricelli chaired. Senator Hatch held hearings on the bill. He was then a candidate for the Republican presidential nomination and was reportedly being flown around the country on campaign stops in Schering-Plough’s Gulfstream executive jet. The company also hired the lobbying firm that employed Scott Hatch. As it turned out, the bill was apparently too embarrassing even for the U.S. Congress, and nothing came of it.
The pharmaceutical industry supports a variety of front groups that masquerade as grassroots organizations. One of these is Citizens for Better Medicare, supposedly a coalition of senior citizen groups. The name sounds like a collection of groups of old folks who came together to try to improve Medicare, yet it is anything but that. 8 Formed in 1999, the group spent an estimated $65 million in the 1999–2000 election campaign fighting against any form of drug price regulation. Its executive director, Tim Ryan, had been 
PHRMA’s advertising director. Members of the “coalition” also had ties to big pharma. United Seniors Association (USA—get it?), for instance, spent about $18 million on “issue ads” in the 2002 election, all of which supported 
PHRMA positions. Reportedly, its ads were put together by none other than Tim Ryan. 9 As more people become skeptical about the industry itself, drug companies are increasingly hiding behind front groups. The political groups are the counterparts of the patient advocacy groups I discussed in Chapter 8. They are effective precisely because they are not what they seem.
The influence of the pharmaceutical industry on government clearly reaches into the Bush administration. Defense Secretary Donald Rumsfeld was CEO, president, and chairman of G. D. Searle, a major drug firm that merged with Pharmacia, which in turn was bought by Pfizer. Mitchell E. Daniels, Jr., former White House budget director, was senior vice president of Eli Lilly. The first President Bush was on the Eli Lilly board of directors before becoming president. The connections are so close that annual meetings of 
PHRMA look like Washington power conclaves. The 2003 meeting, for instance, featured the first President Bush, Secretary of Health and Human Services Tommy Thompson, former Food and Drug Administration (FDA) Commissioner Mark McClellan, and the chairman of the Republican Senatorial Campaign Committee, Senator George Allen (R-Va.). 10
What It Buys
In earlier chapters I discussed some of the many pieces of congressional legislation that have benefited the pharmaceutical industry, beginning with the Bayh-Dole and Stevenson-Wydler Acts of 1980. These, you will remember, enabled drug companies to license, and profit from, research supported by the National Institutes of Health (NIH). Whether the Bayh-Dole Act, which was supposed to encourage the translation of basic discoveries into practical use, is an overall success is debatable. Certainly the number of biomedical patents increased rapidly after it was passed. But many critics say that the effect has often been the opposite of its purpose. By encouraging thickets of licenses on every aspect of new technologies, as well as a proprietary culture of secrecy, it may actually have slowed the sharing of scientific information and the exploration of new scientific leads. 11 And it has certainly done nothing to ensure that drugs licensed from academic institutions are “available on reasonable terms,” as called for in the legislation. That stipulation has been totally ignored by the pharmaceutical industry, the aca-demic medical centers, the NIH, and Congress.
I will not enumerate all the favors big pharma has extracted from a compliant Congress. But a few are worth highlighting. As we learned in the last chapter, some of the most lucrative pieces of legislation had to do with extending drug monopolies. Others conferred huge tax breaks, so that now the most profitable corporations in the world pay only a small fraction of their vast revenues in taxes. One favor is much in the news these days. In 1987, under industry pressure, Congress passed a law that prohibits anyone but the manufacturer from importing prescription drugs from another country—even if the drugs were made in the United States. It is this law that is being invoked to stop people from obtaining cheaper drugs from Canada. I will talk more about that in the next chapter.
Other congressional actions target the FDA’s ability to regulate the industry. The 1997 Food and Drug Administration Modernization Act, for instance, was a giant giveaway to the pharmaceutical industry. Among other things, it required the agency to lower its standards for approving drugs (sometimes accepting just one clinical trial instead of two, for example). But perhaps most important is what Congress has not done. It has not authorized the FDA to require that new drugs be tested against older ones as a condition of approval. The fact that drug companies get away with comparing drugs only with placebos is what makes it possible for the industry to live on me-too drugs. If not for that, drug companies would have no choice but to work on truly innovative drugs.
One of the least-known but biggest gifts Congress gave big pharma was to authorize an industry-supported private company to decide whether Medicaid would pay for off-label uses of prescription drugs. 12 While drug companies are not permitted to market drugs for uses not approved by the FDA, doctors may prescribe drugs for whatever reason they like. That leaves open the question of whether insurers will pay—not a small matter, since as many as half of all prescriptions are written for off-label uses. The question is particularly important for Medicaid, which is the largest government program that pays for outpatient drugs. In 1997, Congress named Drugdex Information Service as one of three organizations that would decide which off-label uses Medicaid would cover. Drugdex lists drugs and their uses in a large directory, which it sells to pharmacists and anyone else who can afford the $3823 annual subscription cost. If a use is listed there, Medicaid must pay for the drug when it is prescribed for that use.
Drugdex is owned by the Thomson Corporation, a multibillion-dollar firm that includes medical education and communication companies (MECCs) among its many other divisions. This creates an incestuous relationship whereby Thomson gains from putting on continuing medical education courses for drug companies, while drug companies gain from having their drugs listed in Thomson’s Drugdex. Furthermore, the MECCs “educate” doctors about off-label uses of drugs. With such close connections to industry, it’s not surprising that Drugdex authorizes about twice as many off-label uses as the other two federally recognized directories, both of which are nonprofit. In 2003, according to The Wall Street Journal, Drugdex listed 203 off-label uses for the dozen top-selling drugs in the United States. They included, for instance, 48 off-label uses for Neurontin, the epilepsy drug. 13 According to the company, Neurontin can be used for hiccups, nicotine withdrawal, migraine, and just about anything else you care to name, and Medicaid has to pay for it.
Because Drugdex lists so many more off-label uses than the other directories, it in effect sets the standards. It cites articles to support its listings, but the articles are not required to meet any scientific criteria. Until recently Drugdex even had a drug company advisory board to review its listings. The Wall Street Journal reporter David Armstrong wrote that the board was suddenly dissolved when he started to make inquiries for an article he was writing about Drugdex. 14 So here is a company with close ties to the pharmaceutical industry that single-handedly determines coverage for about half of all prescriptions written for Medicaid recipients. And all at taxpayer expense. That’s quite a gift. Furthermore, since this arrangement bypasses FDA approval, it seems to make the agency’s scientific scrutiny almost irrelevant. Whatever the industry can get Drugdex to put in the directory is apparently okay.
An International Embarrassment
Both the Clinton and Bush administrations carried water for the pharmaceutical industry when Third World countries complained that big pharma was pricing HIV/AIDS drugs out of reach. When the World Trade Organization was formed in 1995, members were required to honor twenty-year patents on drugs. At the time, many countries did not even consider drugs patentable. Exceptions were to be allowed for public health emergencies. (In that case, governments could issue “compulsory licenses” to have needed drugs produced by other manufacturers.) Poor countries were given until 2005 to comply. It was in this context that in the late 1990s South Africa—desperate to control its HIV/AIDS epidemic—threatened to produce or import generic drugs to fight it. The pharmaceutical industry adamantly opposed any such move and the Clinton administration, no doubt reflecting the industry’s influence in Washington, warned of trade sanctions. Subsequently, the administration was so embarrassed by the public outrage that it backed off. A few drug companies, also embarrassed, announced they would lower prices in parts of Africa, but the reality appears to have fallen far short of the promises. Even the discounted drugs are priced higher than generic drugs made in India, and they have been difficult to obtain.
Later, the Bush administration stood alone among 143 World Trade Organization countries in opposing the relaxation of patent protection in the Third World. The United States would agree only to permit poor countries to manufacture their own generic drugs for a limited number of diseases, not to import them. Since the poorest countries that most need drugs are least able to set up manufacturing plants, that was an empty concession. But more developed countries like India and Brazil, the likely producers of generics, would not risk economic retaliation by defying the United States. The Bush administration then said it might permit some countries to import generic drugs under special circumstances, but the proposal was laden with bureaucratic obstacles. The point is that the United States is generally seen as siding with drug company interests against the needs of millions of HIV/AIDS victims in the Third World. 15 As if to underscore that impression, the administration, as of early 2004, has refused to allow any of the promised $15 billion in federal funds allotted for HIV/AIDS treatment in the Third World to be spent on generic drugs.
In late 2003, South Africa’s Competition Commission ruled that GlaxoSmithKline (the major manufacturer of AIDS drugs) and another company had violated the country’s Competition Act by charging excessively high prices and refusing to license their patents to generic manufacturers in return for reasonable royalties. Following that ruling, Glaxo agreed to permit four generic companies in South Africa to make three of its AIDS drugs and sell them in all forty-seven sub-Saharan African countries. AIDS treatment now sells for as little as $300 a year in Africa, compared with more than $10,000 in the United States. Yet no one believes the companies are taking a loss there, which gives you some idea of how much they are making here. 16
Handing the FDA to the Pharmaceutical Industry
Congress also put the FDA on the pharmaceutical industry’s payroll. In 1992, it enacted the Prescription Drug User Fee Act, which authorized drug companies to pay user fees to the FDA. These were to be employed only to expedite approval of drugs. Fees originally amounted to about $310,000 per new drug application and soon accounted for about half the budget of the agency’s drug evaluation center. That makes the FDA dependent on an industry it regulates. For the drug companies, the user fees are chump change—more than offset by the added income from getting to market sooner.
This act has to be renewed every five years. In the 2002 version, which was tacked on to a bioterrorism bill that swept through Congress without a murmur, the fees were increased to about $576,000 per new drug application. User fees altogether now account for about $260 million a year. Although a small fraction of that can be used for some limited safety monitoring, the lion’s share is still earmarked to speed drug approvals. Since the act was passed, about a thousand new FDA employees have been added to handle new drug applications, and another five hundred are called for in the 2002 renewal. Altogether, these industry-paid employees constitute more than half of the FDA staff involved in approving drugs. 17 Yet the faster the approval process, the more likely it is that dangerous drugs will reach the market. Indeed, over the decade since the Prescription Drug User Fee Act was enacted, a record thirteen prescription drugs have had to be withdrawn from the market—after they caused hundreds of deaths. 18
As I mentioned in Chapter 2, the FDA was once considered too slow and deliberate in approving drugs. Those days are gone. It now generally approves drugs faster than counterpart agencies in Europe and elsewhere. But in its rush, it is demanding less evidence of safety and effectiveness. While shortcuts are sometimes warranted for truly innovative drugs, they are now too frequent. Furthermore, although quick to approve drugs, the FDA is slow to take them off the market when they prove dangerous. For instance, in 1997 Warner-Lambert’s diabetes drug Rezulin was taken off the market in Britain because it caused liver failure, but it was not removed from the market in the United States until two and a half years later, by which time it had caused at least sixty-three deaths. 19
Partly, the problem stems from the fact that the user fees have created an imbalance within the FDA. Since the lion’s share can go only to expedite approvals, that area of the agency has grown while staffing and resources in other parts of the FDA have been relatively starved. As drugs enter the market faster, it becomes increasingly difficult for the FDA to perform its other functions—including monitoring drug safety, ensuring manufacturing standards, and regulating marketing. The agency also has a direct interest in satisfying the industry, because that is what Congress expects of it. If the FDA were to displease industry, the user fees might even be discontinued, and many agency employees would probably lose their jobs. When added to the business-friendly pressure from its politically appointed leadership, and from an administration that is generally hostile to regulation, the Prescription Drug User Fee Act has undoubtedly constrained the FDA’s independence and influenced its decisions.
Furthermore, the FDA is subject to industry pressures through its eighteen standing advisory committees on drug approvals. These committees, which consist of outside experts in various specialties, are charged with reviewing new drug applications and making recommendations to the agency about approval. The FDA almost always takes their advice. Many members of these committees have financial connections to interested companies. Although there are conflict of interest rules that prohibit participation in such cases, the agency regularly waives them on the unlikely grounds that someone’s advice is indispensable. USA Today examined FDA hearing records in 2000 and found that “at 92 percent of the meetings at least one member had a financial conflict of interest,” and “at 55 percent of meetings, half or more of the FDA advisers had conflicts of interest.” 20
Members of FDA advisory committees are said to command unusually high consulting fees from drug companies. They are certainly in a strong position to do so. They probably don’t even have to say, “Pay me if you want your drugs approved.” According to the Washington Times reporter August Gribbin, “One drug company executive who asked not to be identified referred to the advisory committee members’ approaches for obtaining [consulting] work as ‘shakedowns’ because a company that refused to yield to such requests could doom products that cost tens of millions of dollars to develop.” Representative Dan Burton (R-Ind.), head of the Government Reform Committee, charged that certain committees were “dominated by individuals with close working relationships” to drug companies. 21
Choosing the FDA Commissioner—The Right Stuff
The close connections between the Bush White House and the pharmaceutical industry quite probably had something to do with the last-minute withdrawal of Dr. Alastair Wood’s nomination as FDA commissioner in 2002. Wood, a widely respected professor of clinical pharmacology at Vanderbilt University in Nashville (and a former colleague of mine on the editorial staff of The New England Journal of Medicine), was reportedly warmly recommended by Senator Bill Frist (R-Tenn.) and Health and Human Services Secretary Tommy Thompson. But he was also known to be a supporter of strong regulatory action by the FDA and had evidently ruffled feathers among drug industry executives and other champions of a “free market” for drugs, including the editors of The Wall Street Journal. According to a Boston Globe story, the result was behind-the-scenes pressure on the White House, which led to an abrupt change of heart. Senator Frist was quoted as saying, “There was a great deal of concern that he [Wood] put too much emphasis on [drug] safety.” (Imagine that!) And Dr. Raymond Woosley, also a distinguished clinical pharmacologist and an earlier candidate for the post (who opted instead for a major academic position), remarked, “It is pretty clear that anyone who has said anything that industry doesn’t like isn’t going to make it.” 22
When the new FDA commissioner was finally appointed, he could not have been more to the industry’s liking. Dr. Mark McClellan, brother of the White House press secretary, Scott McClellan, and son of the Republican comptroller of Texas and former mayor of Austin, has consistently championed drug company causes. In what he called his “first international speech,” in Mexico in 2003, he actually put forth the proposition that the answer to the troublesome disparity in drug prices between the United States and other advanced countries was not to lower prices here but to raise them there. 23 He excoriated other wealthy countries for their “overly strict price controls,” which he said “are no different than violating the patent directly.” He seemed to swallow hook, line, and sinker the fiction that drug prices have to be high to cover research and development costs. “The truth is,” he said, “that the main reason prices are higher is that our country is paying the bulk of the costs of developing new treatments.” In fact, as we’ve seen, prices have very little to do with R & D, and everything to do with profits.
McClellan went on to say, without any evidence whatsoever, that “the impact of excessive price controls on R & D is translating into an impact on the development of new products.” Nowhere in the speech did the words “excess profits” cross his lips. Nor did he mention the immense marketing budgets, except to say, also without any evidence, that direct-to-consumer advertising “benefits the public health.” In short, this was a speech that could have been written by 
PHRMA. Surely, we ought to expect more from the commissioner of the FDA than acting as a shill for big pharma. And I see no reason why he should even have been discussing drug pricing in his official capacity, since it is not within the FDA’s purview. In early 2004, Dr. McClellan was moved to an even bigger job in the Bush administration—head of the Centers for Medicare & Medicaid Services.
I do not want to seem overly critical of the Food and Drug Administration. It performs a vital function, and it is staffed with many conscientious public servants and excellent scientists who are trying their best to do their jobs. But they are constrained by the congressional mandates under which they work, and by the directions that come from their commissioner. They are also constrained by an increasingly antiregulatory climate in Washington, which seems to imagine that the “market” can determine which drugs are safe and effective and which aren’t. I have heard that morale in some parts of the FDA is extremely low, and I can certainly understand why it might be. Those staffers who continue to try to do their jobs well despite the fact that the industry they are supposed to regulate sometimes seems to be running their agency are heroes who deserve our gratitude. They stand between us and many more Rezulins.
Plans for More of the Same
In the summer of 2003, The New York Times obtained confidential documents from 
PHRMA that detailed its plans to buy influence in the coming fiscal year. 24 According to the report, spending for that purpose would increase by 23 percent—to $150 million. Of that, $73 million would go for lobbying at the federal level and $49 million at the state level. (The pharmaceutical trade association is moving more of its efforts to the states, which as we will see in the next chapter, are now more threatening to industry interests than the federal government.) Expenditures would include $5 million to lobby the FDA. (Aside from the propriety of an industry lobbying the agency that regulates it, we have to wonder what effect it has on the commissioner’s speeches.) More than $12 million would subsidize “like-minded” doctor, patient, academic, and influential racial minority organizations. Another $1 million would be spent on an “intellectual echo chamber of economists—a standing network of economists and thought leaders to speak against federal price control regulations through articles and testimony, and to serve as a rapid response team.” There would be $500,000 for “placement of op-eds and articles by third parties.” In addition, $18 million would go to fight price controls and protect patent rights in foreign countries. Perhaps the most arrogant allotment was $1 million “to change the Canadian health care system” (do the Canadians know 
PHRMA thinks they can be bought so cheaply?), and another $500,000 to block the influx of drugs from Canada.
In a 2003 editorial, The Washington Post summed up the situation very well. It warned, “Anyone arguing the drug companies’ case, no matter how neutral his or her academic or think tank position may seem, should be questioned carefully with regard to sources of income.” 25 Too often reporters don’t do that. Two reporters for a major newspaper told me that one reason they don’t ask is that asking makes it harder to write their stories. If they find out their sources have conflicts of interest, their editors may require them to search for new sources. Or the sources may become indignant at being questioned. So there is an implicit “don’t ask, don’t tell” policy. But if reporters identify their sources only by their academic credentials, without adding information about relevant commercial ties, they are misleading their readers.
The PHRMA blueprint sounds like crisis planning, and that is exactly what it was. That fact was made clear in a memorandum for the association’s board. It said that the industry was facing a “perfect storm” caused by “‘expanding government price controls abroad, resulting in politically unsustainable cross-border pricing differences; increasing availability of medicines from abroad via Internet sales’; state ballot initiatives to make drugs more affordable in the United States; increasing state demands for drug discounts in the Medicaid program; and ‘false perceptions that drug prices are increasing by 20 percent a year.’” 26 While I might quarrel a little with the list of causes, it is indeed a “perfect storm” that is brewing. We can see the first cracks in the once solid support for the industry in recent congressional efforts to close some of the loopholes in Hatch-Waxman and to permit reimportation of cheaper drugs from Canada. But so far, political support for the industry has held, despite the cracks.
“Our mantra at PHRMA is this,” said its president, Alan F. Holmer, at the association’s 2002 annual meeting. “We will never allow for failure whenever the political circumstances are at all manageable.” And they have been “manageable” so far. As Representative Bernard Sanders (I-Vt.) put it, “Even the New York Yankees sometimes lose, and it has been known that, on occasion, the Los Angeles Lakers lose a ballgame. But one organization never loses, and that organization has hundreds of victories to its credit and zero defeats in the United States Congress. And that is the pharmaceutical industry.” 27 In the next chapter, I’ll ask whether this astonishing string of victories can continue.
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THE PHARMACEUTICAL INDUSTRY HAS got to be worried now. If 1980 was the year it started its phenomenal rise, 2000 may be the year it began its slide. It’s hard to make the case that an industry as rich and powerful as this one—and fresh from its victory in the Medicare prescription drug benefit—is in trouble, but it is. Some of the trouble can be ascribed to the softening of the economy since its peak in 2000. But in addition, there are specific factors that apply just to this industry, and they are unlikely to be reversible by a general improvement in the economy.
Here is a quick rundown of the problems. People have grown angry about the high and rapidly climbing prices for prescription drugs. They no longer believe that big pharma has to charge stratospheric prices to cover the costs of research and development. Senior citizens are particularly angry, and they are unlikely to be placated for long by the Medicare drug benefit, for reasons I discussed in the last chapter. More and more Americans, even whole towns, are buying their drugs in Canada, where they are much cheaper, and there is pressure on Congress to undo the industry-inspired law that made doing so illegal. Large insurers and state governments are pushing back against drug prices by insisting on steep discounts and using lists of preferred drugs (formularies). In recent years, the industry has also faced a flood of litigation launched by federal and state prosecutors, the Federal Trade Commission, and consumer groups charging multiple offenses. Finally, the much vaunted pipeline is running dry. For all the industry rhetoric about its steady stream of innovative drugs, the truth is that the stream has slowed to a trickle. Profits remain enormous, but sales growth is slowing, drug companies are laying off employees, and some of them have seen steep drops in their share prices over the past year or two. This may indeed be a “perfect storm” brewing.
Now let’s look at it in more detail. I won’t discuss the Medicare prescription drug benefit further here, because I talked about it in the last chapter. But closely related to it is the controversy over “reimportation” of drugs from Canada. That is something of a misnomer, because what is usually really going on is the importation of drugs approved by the Food and Drug Administration (FDA) that were originally exported to Canada from American and European drug companies. So it’s often just a matter of transporting American-made drugs over the same border twice. If you think there’s something absurd about that, there is, but it’s the only way many Americans can get affordable drugs.
Canada
The United States is the only developed nation that does not regulate drug prices. All the others—Australia, Canada, France, Germany, Italy, Japan, the Netherlands, Spain, Switzerland, Sweden, Britain, and so on—do. The methods vary from country to country. Britain, for instance, does not set prices but instead caps profits. France puts a ceiling on total drug spending. Japan sets reimbursement prices for new drugs based on how they compare with existing ones.
Canada is clearly of most interest to Americans. 1 Its national health insurance program does not cover prescription drugs. Instead, the provinces cover them for senior citizens, as well as for low-income and disabled people, while most other Canadians are covered through their employers. Nevertheless, a federal Patented Medicine Prices Review Board checks twice a year to make sure that prices of patented medicines are “not excessive.” The rule is that prices of new drugs may not be higher than the median of their prices in seven other developed nations (the United States, Britain, Switzerland, Germany, Sweden, France, and Italy) or higher than the highest prices of older drugs for the same condition. Once drugs are on the market, prices are permitted to increase no faster than the general inflation rate. Provincial governments establish formularies and negotiate further discounts. Prices for generics, by contrast, are not regulated. Essentially, Canada is saying to brand-name companies, “In return for the patent protection we provide, you owe us reasonable pricing.” Prices for brand-name drugs in Canada are roughly half to two-thirds what they are in the United States.
As the disparity between U.S. and Canadian prices grew over the years, Americans near the border began to travel to Canada to fill their prescriptions. Mainly these were senior citizens who had been paying the highest prices in the world out of pocket. They would organize bus trips and make social junkets out of their drug-purchasing trips. Most of the drugs they were buying had been made by major drug companies, based in either the United States or Europe, and approved by the FDA. They were just being brought back across the border. As the price differences became widely known, people all over the United States started to purchase drugs from Internet mail order Canadian pharmacies or from storefront operations that had deals with these pharmacies. Canadian doctors would write the prescriptions or copy U.S. prescriptions. By 2002, over a million Americans bought their drugs from Canada, and it was a $700 million business. In 2003, according to IMS Health, that jumped to $1.1 billion. One poll that year found that 7 percent of respondents had purchased drugs from Canada. 2 There were some 140 Internet pharmacies in Canada, up from 10 in 1999. 3
There is one problem—buying drugs in Canada is illegal. You will remember that in 1987, at drug company insistence, Congress agreed to ban the importation of drugs by anyone except the manufacturers. The reason given is that the ban protects Americans from counterfeit drugs, but surely another reason is the industry’s insistence that it should be shielded from “unfair” Canadian price competition. An industry that wraps itself in free market rhetoric was insisting that competition from other countries be outlawed. It pulled up the drawbridges over the moat around the United States, so that Americans would not realize the extent to which they were being overcharged. It worked for a while, but no longer. A 2003 poll of likely Democratic voters in New Hampshire found that 83 percent believed it should be legal to import drugs from Canada; only 7 percent were opposed.
And what of the safety issue? It is true that counterfeit drugs are an increasing problem. The reasons have to do with the sophisticated technologies available for changing labels and increasingly tortuous supply lines. Often there is not just one wholesaler but multiple secondary ones. Manufacturing operations themselves are far-flung. In fact, large drug companies have many plants scattered throughout the world. According to its website, for instance, in 2003 Pfizer claimed to have sixty manufacturing plants in thirty-two countries. In addition, many of the key ingredients in American brand-name drugs come from foreign suppliers. 4 And remember: About half of the major drug companies are based in Europe.
At many points along the way, then, it is possible for someone to replace drugs with counterfeits. In one recent case, a wholesaler is alleged to have stolen hundreds of vials of a hormone used to help AIDS patients maintain their weight, substituted counterfeit substances, and resold the hormones over the Internet to bodybuilders. 5 In another case, labels for the anemia drug Procrit were attached to vials of water. 6 But there is absolutely no reason to think counterfeiting is more likely with drugs imported from Canada than with drugs that are sold at home, and some reason to think it is less likely. 7 Counterfeiting of anything is more profitable where prices are higher—and for prescription drugs, that is right here in the United States. Furthermore, when drug companies, no matter where they are based, seek FDA approval to market drugs in the United States, they must meet FDA manufacturing standards and the agency must be given authority to inspect their manufacturing plants—no matter where in the world they are located. So there should be no added concern about the manufacturing standards of imported drugs, as long as they are FDA-approved. We should also remember that the Canadian counterpart of the FDA is every bit as careful as the FDA about the drugs it aproves.
Whole cities and states, faced with the growing strain on their budgets from rising drug prices, now say they are willing to be scofflaws just like the busloads of senior citizens and mail order Internet customers. It began in 2003, when the flamboyant mayor of Springfield, Massachusetts, Michael Albano, offered city employees the option of purchasing their prescription drugs from Canada. Estimating that this practice would cut up to $9 million from the $18 million the city was spending annually on prescription drugs for its 18,000 employees, he made a deal with a Canadian drug supplier, CanaRx. The program is under way, and Mayor Albano remained cheerfully obdurate until his retirement, despite threats from the FDA. 8 His successor has said he will continue the program. That opened the floodgates.
Boston announced that it, too, would begin importing drugs from Canada the following year, and as Albano said modestly, “There’s a little bit of a difference when a city like Springfield, Mass., does something and when Boston, Mass., does it.” 9 By the end of 2003, officials in about a dozen states had announced their intentions to look into the possibility of importing drugs from Canada for their employees and uninsured residents. The attorney general of Massachusetts wrote to the commissioner of the FDA arguing that, while he did not intend to break the law, imports were necessary to counter the “unrestrained increases” in drug prices and that, if it liked, the agency could easily put safeguards into place. Large health insurers also got into the act. UnitedHealth, the largest of them all, allows 97,000 members of American Association of Retired Persons plans to be reimbursed for drugs they buy overseas, saying the policy is just for the convenience of customers traveling abroad—an unlikely story. 10
Industry Resistance and Congress Caught in the Middle
Big pharma retaliated. 11 First was GlaxoSmithKline. The British drug giant began to require Canadian pharmacies to agree not to sell Glaxo drugs in the United States—as a condition of receiving shipments. Pfizer followed by demanding that certain Canadian pharmacies order their drugs directly from the company, not from wholesalers. That way the company could track orders and cut off the supply if pharmacies were stocking more drugs than they needed for their local customers. Eli Lilly told wholesalers they would be violating their contracts if they supplied Canadian pharmacies that do business in the United States. AstraZeneca, another British company, said it would limit shipments to Canadian pharmacies placing unusually large orders. And so on. The result is that Canadian pharmacies doing business in the United States have had to try to obtain drugs from other companies, which adds to their expense and drives up the prices they charge their American customers. Worse, it has apparently created shortages of drugs in Canada. Ironically, those shortages could lead to the very thing the drug companies claim they want to prevent—the growth of a market in unregulated drugs from other parts of the world.
The drug companies gave two justifications for their actions. One is the unlikely worry about counterfeit drugs being transported to the United States from Canada—an unpersuasive argument I have already discussed. In addition to being hard to take seriously, this argument implies that even British companies, like GlaxoSmithKline, are more concerned about the safety of Americans than about that of Canadians. The second justification is that drug companies need the high profits from U.S. sales to fund their R & D. That argument, too, is unconvincing, as we have seen. It goes without saying that drug companies do not sell their drugs in Europe and Canada at a loss; it’s just that profit margins there are less than in the United States. The fact is that price regulation in other countries comes nowhere close to threatening R & D. Even if drug companies made no profits in other countries, given the fact that about half their sales are in the United States, that would cut their profit margins only in half—from 17.0 percent of total sales for the top ten U.S. companies in 2002 to a very respectable 8.5 percent.
You might wonder where Congress has been while this controversy heated up. The answer is: trying to have it both ways. Pulled between voters and the pharmaceutical industry, in 2000 it passed a law permitting “reimportation” of drugs from Canada but stipulated that the secretary of Health and Human Services, with the advice of the FDA, had to certify the practice was safe. Right on cue, the secretary (then Donna Shalala) said she could not give that assurance. In the Bush administration, Tommy Thompson did likewise, sounding the same dire warning that drugs from Canada might somehow turn to poison just by crossing the border. But voters weren’t buying it, and Congress was not off the hook.
In the summer of 2003, the House of Representatives, despite the opposition of its leadership and heavy lobbying by big pharma and the FDA, surprised everyone by voting to legalize the importation of FDA-approved drugs from Canada and Europe. And this time there was no requirement that the Department of Health and Human Services certify that the practice was safe. There was no “out.” This was a measure of the traction the issue had gained with the public. Alarmed, the Pharmaceutical Research and Manufacturers of America (PHRMA) looked to the Senate to stop the bill. And sure enough, fifty-three senators signed a “Chicken Little” letter to their colleagues warning that legalizing importation from Canada would cause the sky to fall. Later The New York Times reported that the letter had been circulated among the senators by 
PHRMA. In reply, Senator Rick Santorum (R-Pa.) claimed he had initiated the letter but acknowledged that 
PHRMA had indeed circulated it. “I don’t have time to run around and get all these people to sign it,” he explained. 12 Later in 2003, there was considerable pressure to permit drug importation from Canada as a part of the Medicare prescription drug benefit, but Congress resisted it and stayed true to big pharma by keeping the requirement for Department of Health and Human Services certification of safety. It did, however, call for the matter to be studied, which opens the door a crack.
Congress would like nothing better than to have this issue go away so it doesn’t have to choose between voters and the pharmaceutical industry, but that is not going to happen. Voters are determined to get some relief from the high prices of prescription drugs. In practical terms, there is something absurd about buying drugs from Canada. For one thing, it adds to transaction costs. But the fact that it is still cheaper underscores the basic problem—price gouging in the United States. Importing drugs from Canada is a stopgap way to deal with a problem that shouldn’t be there in the first place. It makes far more sense to import Canada’s system for holding down drug prices than to import the drugs.
The States Fight Big Pharma
The center of activity to control drug costs is shifting to the states. With the economic downturn in 2001, states found themselves in a real bind. Unlike the federal government, most states do not have the option of running deficits. They must balance their budgets. One of the biggest drains on state budgets is Medicaid, and the fastest-growing component of that is prescription drug spending. States also have to foot the bill for prescription drugs for state employees and, in some states, for some of the uninsured as well. So it was natural for states to target prescription drugs in their efforts to balance their budgets. 13
The first thing they did was to expand the use of lists of preferred drugs, or formularies. These, you will remember, are the drugs that offer the most bang for the buck. To prescribe drugs not on formularies—that is, more expensive drugs which are usually no better—doctors have to get “prior authorization.” That is generally no more than a formality for doctors, but it is enough of a bother that the requirement is still very effective in cutting drug costs. Among the drugs most often excluded from formularies are heavily marketed, high-priced drugs like Nexium and Celebrex. Whereas in 2001, only two states had such programs, two years later, about half the states did. States are also banding together to form purchasing pools that will enable them to get better deals from drug companies. 14
In 2000, Maine became the first state to legislate a form of price regulation. It was the result of a genuine grassroots movement, spearheaded by senior citizens who rode the buses to Canada to buy their drugs and knew very well how overpriced drugs were in their state. Under the leadership of Democrat Chellie Pingree, then the state’s Senate majority leader, now head of the citizen group Common Cause, the legislature passed the “Maine Rx” law. It empowered the state to bargain with drug companies for lower prices for the uninsured. If prices did not come down sufficiently, the state could cap them. The bargaining chip was that if companies refused to deal, their drugs could be excluded from the state’s Medicaid formulary. No sooner was the ink dry on Maine Rx than 
PHRMA challenged the law in federal court, alleging that it violated the Constitution’s commerce clause and federal Medicaid law. After three years of legal wrangling, the case reached the U.S. Supreme Court in 2003. The high court refused to block the state and sent the matter back to the lower courts. Whether and when Maine Rx will go into effect is not clear. Vermont passed a similar measure, but it was successfully blocked in the courts by the industry.
Twenty-eight states filed briefs supporting Maine’s case, and some of them have proposed or passed their own legislation challenging drug prices, usually involving some variation of requiring discounts or rebates as a condition for being listed on state formularies. Lawyers for 
PHRMA have sued to stop virtually all of them.
Florida enacted a law that required drug companies to offer discounts or other savings in order to have their drugs included in the Medicaid formulary. This case was particularly interesting because Florida’s governor, Jeb Bush, is the brother of President Bush. In a break from family tradition (and in recognition of the political realities in his state), he denounced 
PHRMA’s lawsuit by saying, “Protecting the large profit margins of multibillion pharmaceutical companies is not a priority.” 15
The industry has the money and legal talent to tie the states up in the courts for a long, long time. Yet, because so much is at stake, it is in the states’ economic interests to fight back. Once disdainful of state legislatures, big pharma is now aiming its full firepower on them. As I mentioned in the last chapter, 
PHRMA planned to put $49 million into state lobbying in 2004. Whether the industry will succeed in co-opting state legislatures as it has the U.S. Congress remains to be seen. If it does, that would, of course, dampen the states’ enthusiasm to continue their battles in court.
A Thousand Gnats
In just the past couple of years, the pharmaceutical industry has faced a tidal wave of investigations and lawsuits brought by federal prosecutors, state attorneys general, company whistle-blowers, and a host of consumer groups and individuals. Nearly every major drug company has faced at least one. Charges have been both criminal and civil. Often they are related to defrauding Medicare and Medicaid by billing for inflated prices, or encouraging providers to do so—which amounts to a kickback, since providers get to keep the difference between the real price and the inflated one. Bayer, for example, was fined $257 million for helping Kaiser Permanente, the giant health maintenance organization, relabel the antibiotic Cipro (in great demand after the anthrax scare) to hide the fact that the government was paying more for it than the HMO. 16
But defrauding the government by rigging prices and offering kickbacks is not the only charge drug companies are facing. Others involve anticompetitive practices, which the Federal Trade Commission has been aggressively investigating for several years. In its 2002 report, discussed in Chapter 10, the commission documented a widespread pattern of abuse of Hatch-Waxman and fingered several companies for particularly flagrant violations. Numerous lawsuits have been filed to recover money spent on high-priced brand-name drugs while generics were improperly kept off the market.
Other charges include marketing drugs for unapproved uses, as in the Neurontin case described in Chapter 9, and misleading advertising. Still others allege substandard manufacturing practices. And finally, as you might expect in these circumstances, there have been allegations of cover-ups. Some companies have faced a series of different charges. Many involve whistle-blowers from within the companies, who stand to collect a percentage of any settlements and fines.
Federal prosecutors in Boston and Philadelphia have been especially aggressive. 17 More than a dozen drug companies have been the subjects of subpoenas by the U.S. attorneys’ offices in those two cities to look into inducements to persuade doctors and health plans to prescribe drugs. State attorneys general have also become very active in prosecuting drug companies for defrauding Medicaid. Finally, consumer groups are banding together to sue drug companies for a variety of alleged offenses. The Prescription Access Litigation Project, for example, is an alliance of seventy consumer groups that has filed suits against more than twenty drug companies. Plaintiffs’ attorneys skilled in class actions in the wake of their successes in asbestos and tobacco cases are today setting their sights on drug companies. In fact, you could say that drug companies are now being sued about as often as they sue others—and that’s a lot.
Some of the prosecutions have targeted not drug companies but pharmacy benefit management companies (PBMs). These are companies that administer prescription drug benefits for employers, unions, health plans, and public agencies. They now purchase drugs on behalf of some 200 million Americans and have the authority to select formularies and contract with drug companies and retail pharmacies for the best deals. But in fact, they sometimes collude with drug companies to keep prices high. The drug companies pay them “rebates” to list their high-priced drugs. But instead of passing these savings along to health plans and consumers, as they are contractually bound to do, the PBMs pocket them. One of the largest PBMs, originally called Merck-Medco, was owned by the drug giant Merck—an obvious conflict of interest. It accounted for over half of Merck’s revenues. When it was spun off by the parent company in 2003, part of the agreement was that Medco Health Solutions (the new name of the PBM) would guarantee a certain market share for Merck drugs. 18 In April 2004, Medco paid $29.3 million to settle state and federal complaints that it violated consumer protection and mail fraud laws by switching patients to drugs that added costs for patients and their health plans. The company also agreed to make their arrangements with drug companies transparent. 19
Whether on balance PBMs lower costs for their customers is impossible to say, since their transactions are anything but transparent. My guess is that they add to costs, since they are just one more hand in the till. But PBMs are now major peripheral players. They will become even bigger with the Medicare prescription drug benefit, since they will administer much of the new coverage and keep a substantial fraction of the billions of dollars earmarked for the program.
Some of the fines and settlements in cases against big pharma have been enormous. Between 2000 and 2003, according to Michael Loucks, chief of the Health Care Fraud Unit in the U.S. Attorney’s Office for the District of Massachusetts, eight companies paid out a total of $2.2 billion in fines and settlements. Four of those companies—TAP Pharmaceuticals (discussed in Chapter 7), Abbott, AstraZeneca, and Bayer—pleaded guilty to criminal charges. TAP, the champion so far, paid a total of $885 million, of which $290 million were criminal fines. Loucks pointed out in a speech that the company received $2.7 billion in revenues from Medicare during the 1990s, so it still came out well ahead. 20
Some companies have faced several legal actions at once. Schering-Plough, for instance, agreed to pay the government $500 million because of its repeated failure to fix problems in its factories and in the manufacture of dozens of drugs in New Jersey and Puerto Rico (not Canada, you’ll notice). 21 After an investigation of Schering-Plough by the Federal Trade Commission, consumer groups sued the company for conspiring with generic companies to hold off entering the market. Several coalitions, led by the Prescription Access Litigation Project, also sued Schering-Plough for making misleading claims about Claritin, which they said did not acknowledge that the drug was shown to work only half the time. And as if that were not enough, the company reported in 2003 that it was threatened with indictment for a host of federal charges, including giving kickbacks to doctors, marketing drugs for unapproved uses, submitting false pricing information to Medicaid, and destroying documents related to the investigation. That’s quite a plateful.
In general, companies are only too willing to settle cases rather than risk being convicted of a felony and perhaps barred from Medicare and Medicaid. It may be that the fines, huge though some of them are, are more than offset by the extra income generated by drug firms’ questionable activities, and the whole thing is shrugged off as just one more cost of doing business. And it may be that many of the charges are frivolous—just a matter of greedy plaintiffs’ attorneys going for deep pockets or overeager government lawyers trolling for big settlements. But there is no doubt that litigation is increasing, and the industry is, for the first time, beginning to look vulnerable. Over time it adds up, and it can’t be good for public relations. Even gnats in great enough numbers can be a real problem.
A Dry Pipeline and the Reaction of Wall Street
The very worst problem facing big pharma is its dwindling pipeline. Coupled with the cluster of patent expirations since 2001 on many of its biggest blockbusters, and new pressures to modulate prices, this problem may create a major disaster for the industry. And remember, this situation is not just a matter of bad luck. It is the result of a deliberate strategy to leave the risky research to others and concentrate on turning out me-too drugs. In Chapter 4, I discussed the meager output of innovative drugs—defined as newly approved drugs that are both new compounds and classified by the FDA as likely to be improvements over drugs already on the market. Over the four years beginning in 2000, there were just 32 innovative drugs out of a total of 314 approved drugs. Even in this small collection, only seven came from the top ten U.S. drug companies. There were one each from Pharmacia, Merck, and Bristol-Myers Squibb in 2000; one from Merck in 2001; none in 2002; and one each from Pharmacia, Wyeth, and Abbott in 2003. Where was Pfizer? Lilly? Schering-Plough? That paltry output nowhere near justifies all the rhetoric about how innovative the American pharmaceutical industry is, or all the warnings that if we dare regulate prices, we will jeopardize the prodigious flow of lifesaving medicines.
At the end of the third quarter of 2003, The Wall Street Journal reported on the performance of the pharmaceutical industry. The story led with a sentence that would have been inconceivable just a few short years ago: “Pharmaceutical companies couldn’t look any sicker.” It then went on to say, “Drug stocks have been disappointing investors for more than a year, and yesterday’s news suggested things are getting worse.” 22 Why? “Expired patents on profitable drugs, efforts to curb rising health-care costs, and weak drug pipelines.” Merck, once the nation’s second-largest drug company, and included in the Dow Jones industrial average, was the biggest share price loser of the thirty blue chips that make up the index.
Companies varied in their bad fortune. Some, like Pfizer, mainly by virtue of its blockbusters Lipitor and Celebrex, did relatively well. Nevertheless, after its acquisition of Pharmacia, Pfizer announced in 2003 that it planned to save $2.5 billion by closing five of its twenty-five research sites worldwide, one in suburban Chicago with 1300 employees. 23 Merck is struggling and in 2003 announced it would lay off as many as 4400 of its 63,000 employees. 24 Bristol-Myers Squibb’s share prices plunged nearly 60 percent from 2001 to 2003. Its top-selling drugs, Taxol, Glucophage, and BuSpar (an antianxiety agent), now face generic competition. Furthermore, not one of its top-selling drugs was discovered by company researchers. As Gardiner Harris of The New York Times reported, the company “licensed them from elsewhere and relied on its lawyers to defend the drugs from generic competitors, sometimes long after the exclusive marketing rights to the drugs had expired.” 25
While the pharmaceutical industry is still a giant, it’s a struggling giant. What will it do? So far, it is searching ever more desperately for drugs to license from small biotechnology companies and universities. It is pushing its me-too drugs harder. It is engaging in a ballet of acquisitions and mergers to combine its dwindling pipeline, swell its marketing staff, and get some economies of scale. And it is filing more lawsuits to extend marketing rights and fight regulation—all the while promoting itself with increasingly extravagant public relations claims. But it cannot long continue on this course for the simple reason that its financial fortunes are predicated on ever increasing prices, and they are simply not sustainable. No one is willing or able to pay those prices anymore. The Medicare prescription drug benefit offers only a temporary reprieve. So big pharma will have to change. But how?
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DESPITE ALL ITS EXCESSES, THIS IS AN important industry that should be saved—mainly from itself. The public is dependent on it, and it should be made to carry out its original purpose of developing important drugs and selling them at reasonable prices. I have shown how the industry, corrupted by easy profits and greed, has deceived and exploited the American people. But that is not to say that everyone who works for big pharma is corrupt or deceitful. In fact, it is my impression that most pharmaceutical employees, even at the highest levels, accept their own public relations. They honestly believe they are part of an innovative industry whose prices are an accurate reflection of the value of its products and the costs of making them. That is a testament to the effects of compartmentalization in big corporations; very few people know the full dimensions of the business. And it is also a testament to human nature. People want to be proud of their work.
But readers will know by now that the pharmaceutical industry, despite its many dedicated employees, has moved a very long way from its original mission. In this chapter I will propose specific reforms that would restore the industry to its purpose and make prescription drugs not only more affordable but better and safer. My intention is to show what needs to change to make the industry function as it claims to—as a source of innovative and affordable drugs to help people lead longer, better lives.
In doing so, I will be painting something of an ideal, in that I will propose reforms even though I know the obstacles to achieving some of them are formidable. In fact, those barriers would vary greatly. Some reforms, like requiring new drugs to be compared with old ones, could be accomplished virtually overnight if the political will were there. Others, like changing patent law or achieving uniform pricing have all sorts of global ramifications and would face almost insurmountable obstacles. But there is value in trying to define the ideal system, so that we can move toward it in the best way possible—unevenly and incompletely, if necessary—but at least with an understanding of where we want to go.
My proposals address seven broad problems that have been discussed in this book. They are listed here with references to the chapters in which they were discussed, in case you want to refresh your memory. I will not address all the problems discussed in the book or all the reforms one might wish for, only those I consider most important.
 
	1.	Drug companies produce too many me-too drugs and too few innovative ones. (See Chapters 4 and 5.)
	2.	The Food and Drug Administration (FDA) is too much in the thrall of the industry it regulates. (Chapter 11)
	3.	Drug companies have too much control over clinical research on their own products. (Chapters 6 and 9)
	4.	Patents and other exclusive marketing rights are undesirably long and too elastic. (Chapter 10)
	5.	Drug companies have too much influence over medical education about their own products. (Chapter 8)
	6.	Important information about research and development, marketing, and pricing is kept secret. (Chapters 1, 3, and 7)
	7.	Prices are too high and too variable. (Chapters 1 and 12)


 
I will discuss the key reforms needed to deal with each of these problems, but it should be understood that the reforms would often have multiple, overlapping effects. For example, anything that shortens exclusive marketing rights will also affect profits and the ability of the industry to influence government and the FDA. But the end result is that nearly all of the changes I propose would lead to better drugs at lower prices, and would loosen the iron lock of big pharma on public policy and the medical profession.
Shift the Emphasis from Me-Too to Innovative Drugs
A number of steps could be taken to stanch the flow of me-too drugs. By default, that would force drug companies to put more of their efforts into developing truly innovative drugs. To start with, U.S. patent law should be enforced in its original form. Courts have progressively weakened the requirement that new discoveries or inventions be useful, novel, and non-obvious. There is no possible justification, for instance, for a new patent on Prozac to treat premenstrual tension. Examiners in the U.S. Patent and Trademark Office should not receive bonuses based on how many patent applications they handle. Since it is easier to grant a patent than to deny it, the current payment practice encourages quick approval, whatever the merits. Patent reviewers should be salaried for their time, with appropriate managerial supervision to prevent unreasonable delays.
Food and Drug Administration regulations should require that new drugs be compared not just with placebos but with old drugs for the same conditions. Approval should depend on whether the new drug adds something useful in terms of greater effectiveness, greater safety, fewer side effects, or substantially greater convenience. The FDA should be allowed reasonable flexibility in its judgments, but it should not approve drugs that on balance offer trivial or no advantages over drugs already available, and may even be worse. Overnight, that reform alone would force the industry to concentrate on innovative drugs instead of me-too drugs. If I could choose only one of the reforms I am suggesting, it would be this one. This change would have multiple beneficial ripple effects. And this is one that could be accomplished easily by congressional legislation.
There is an ethical issue here, too. It is wrong to compare a new drug with a placebo if there is an effective drug already on the market, because doing so means some human subjects are denied treatment during the trial. For that reason, drug trials for serious diseases, like cancer or HIV/AIDS, almost never have placebo groups. Instead, the new drug is compared with whatever is currently being used. But most new drugs are not for serious diseases. They are for minor conditions, or for conditions that may be precursors to serious diseases, like high blood pressure or high cholesterol levels. Here placebo-controlled trials are the order of the day. I have heard one high-ranking FDA official justify them by implying that he didn’t really believe the old drugs were effective anyway. If we don’t know whether Prozac works, he seemed to be saying, why test Zoloft against it? But that is an argument for higher standards of proof, not for placebo-controlled clinical trials. If there is really doubt about whether a standard treatment is effective, the FDA should require that clinical trials of new treatments have three comparison groups—new drug, old drug, and placebo.
Let’s look a little more at the benefits of requiring new drugs to be compared with old ones. First, few me-too drugs would be approved, since it is highly unlikely that each new one is better than the last at comparable doses. Second, as mentioned, drug companies would be forced to concentrate on innovative drugs. Third, they could trim their vast marketing budgets, since most of those expenditures are to convince doctors and the public that one me-too drug is better than another in the absence of evidence. If evidence were required, there would be far less need for marketing, and we wouldn’t have to pay the steep markup in prices it adds. Fourth, there would be far fewer clinical trials. A great many clinical trials are now designed to get FDA approval for me-too drugs, to find new uses for them, or (in the case of most Phase IV studies) to jockey for position in a crowded me-too market. In other words, these trials are really marketing tools. If drugs were approved only when they were clearly superior in some way to drugs already on the market, the number of clinical trials would plummet, but each one would be far more important. They would serve the purpose that they are intended to serve and that human subjects are led to believe they serve—to answer a medically important question: Does this drug add something of value to our ability to treat this condition? Not, “Can I create a big market for this drug?”
Strengthen the Food and Drug Administration
The FDA needs to be strengthened as an independent agency. It is now so dependent on the pharmaceutical industry that it has become big pharma’s handmaiden. Industry apologists and antiregulatory conservatives still beat up on the FDA publicly (check The Wall Street Journal’s editorials on the subject), but that is mainly just an ideological gesture. In fact, the FDA has become extremely accommodating to the industry, as evidenced by the former commissioner’s speech (discussed in Chapter 11) urging other countries to allow drug prices to rise. I once heard another high official in the agency say publicly that the job of the FDA’s Center for Drug Evaluation and Research is to “facilitate” drug development—something quite different from regulating it. It would seem that the industry, not the public, has become the FDA’s client. What should be done to restore the FDA’s proper role?
First, the Prescription Drug User Fee Act should be repealed—or allowed to expire in 2007. This act, you will remember, authorizes drug companies to pay “user fees” to the FDA for every drug reviewed. That practice puts the FDA on the industry’s payroll, drug by drug. The more drugs the agency reviews, the more money it gets from industry. It’s analogous to the incentive of the U.S. Patent and Trademark Office to grant patents. This arrangement creates a powerful conflict of interest for the FDA. Moreover, the very notion that private companies “use” a public regulatory agency is wrong, since the FDA is there to serve the public, not drug companies.
Second, public support should be increased—not just to make up for the loss of user fees but over and above that amount. The FDA is vital to public health, and it needs to be adequately funded. Giving it the resources to do its job properly would pay for itself many times over. Public funding would also restore balance within the FDA. The Prescription Drug User Fee Act required the agency to put too much of its resources into speeding up drug approvals, at the expense of other important functions, like monitoring drug safety, inspecting manufacturing plants, and ensuring truthful advertising. Furthermore, in the rush to approve drugs, the agency is taking shortcuts that lower the standards for safety and effectiveness. Shortcuts may be justified in certain cases—as at the beginning of the HIV/AIDS epidemic—but they should be rare. There is now far too much emphasis on speed at the FDA.
Third, the FDA’s advisory committees should not include experts with financial ties to industry. The notion that they are somehow indispensable is not credible. No one is indispensable. The truth is that experts are being co-opted by these deals, just as the FDA is co-opted by user fees.
Create an Institute to Oversee Clinical Testing of Drugs
Drug companies should no longer be permitted to control the clinical testing of their own drugs. There is too much evidence that this practice biases the research in favor of the sponsor’s drug. It also distorts the type of research done, since companies are more interested in increasing sales than in obtaining medical knowledge. We really don’t need one more study of whether a new drug is better than a placebo for some slightly different use, but drug companies sponsor them because they help to expand the market.
To ensure that clinical trials serve a genuine medical need and to see that they are properly designed, conducted, and reported, I propose that an Institute for Prescription Drug Trials be established within the National Institutes of Health (NIH) to administer clinical trials of prescription drugs. Drug companies would be required to contribute a percentage of revenues to this institute, but their contributions would not be related to particular drugs (as is the case with the FDA user fees). The institute would then contract with independent researchers in academic medical centers to conduct drug trials. The researchers would design the trials, analyze the data, write the papers, and decide about publication. The data would become the joint property of the NIH and the researchers, not be controlled by the sponsoring company. The FDA now assigns responsibility for the conduct of clinical trials to sponsors. That practice would end. Responsibility would lie exactly where it should—with independent researchers and their institutions.
Others have also called for a special NIH institute to evaluate prescription drugs, but they have generally suggested that it would compare drugs that are already on the market (as was done in the ALLHAT study discussed in Chapter 6). While that would be helpful, it would address only the effects of the underlying problem, not the cause. There would be nothing to stop the FDA from continuing to approve large numbers of me-too drugs that were compared with placebos. My proposal is different. It would have the Institute for Prescription Drug Trials oversee clinical trials before FDA approval, not afterward. Since drugs would have to be compared with older treatments, many fewer drugs of dubious benefit would come to market in the first place. Important comparisons of drugs already on the market could be done within existing NIH institutes, as was true of the ALLHAT study.
How the institute would administer the trials would have to be worked out carefully. It might prioritize trials on the basis of unbiased expert advice, just as the other institutes at the NIH have expert panels to decide which research to give priority. But the expectation would be that all trials of scientific merit would be carried out, and there would have to be some mechanism to appeal decisions not to carry out a proposed trial. This is not a perfect process, and there may be better alternatives, but the point is that an independent, public agency should administer all clinical trials to ensure that they are properly conducted—both scientifically and ethically. This is too important a matter to leave to private contract research organizations, whose only clients are the drug companies.
Because of reductions in the number of me-too drug trials, there would be many fewer trials altogether, and they could easily be conducted entirely in nonprofit academic settings. There would be no need for a private research industry, which inherently has a conflict of interest. But if academic centers perform the trials, it would be essential that they and their faculty researchers be free from their own financial conflicts. To receive funding, academic institutions should not have equity interest in the pharmaceutical industry, and researchers should have no financial ties to companies whose drugs they evaluate. Simi-larly, expert advisers to the Institute for Prescription Drug Trials should have no conflicts of interest.
These reforms would eliminate most of the abuses I described in Chapter 6. Unfavorable research results could no longer be suppressed, and papers could not be manipulated to emphasize favorable findings. All clinical trials would be publicly registered, and their results available to everyone.
Curb Monopoly Marketing Rights
The period of exclusivity for brand-name drugs is too long and too easily stretched. That is a major reason for the high costs of prescription drugs and the inordinate profits of big pharma. There is no legitimate reason for generic competition to be delayed so long.
Paradoxically, the first reform I would suggest to curb monopoly marketing rights allows drug companies more time to complete their clinical trials. I propose that even if patents are granted before clinical testing starts, the clock on the patents should not begin ticking until the drugs come to market. In other words, a company could patent a new drug before launching clinical trials to protect it from competition, but only after the drug is approved by the FDA and comes to market would the patent’s time line begin. Then it might have a duration of, say, six years from the time the drug came to market, instead of twenty years from the time the patent was filed. That way, clinical testing would not eat into sales time, so companies would not be in such a rush to complete it and the research could be done more carefully and thoroughly. (Here I’m assuming there is no National Institute for Prescription Drug Trials.) I am aware that such a change would be difficult to achieve, given the current move to harmonize patent law internationally. But as I said earlier, I am sketching an ideal system, and this change would certainly be an improvement.
The law granting drug companies an extra six months of exclusive marketing rights for testing drugs in children should be repealed. That law is virtual bribery, and it doesn’t even accomplish its stated purpose. Drug companies take advantage of the law to test blockbuster drugs in children whether the drugs are meant for this age-group or not. For an investment of a few million dollars or less, they can increase their revenues by hundreds of millions. But, they can opt not to test less profitable drugs in children even though they are more likely to be used in this age-group. The FDA now has the authority to require pediatric testing as a condition of approval. But it rarely uses it. It should. Imagine the uproar if the FDA let drug companies get away with testing drugs just in men, even though they would probably be used in women as well.
The loopholes in the Hatch-Waxman Act should be closed so that exclusivity cannot be stretched out for years. You will remember from Chapter 10 that drug companies may file for many additional patents on an already patented and approved drug. By suing generic companies for infringement of these secondary patents, they can trigger successive thirty-month stays on generic competition. This should not be possible. The way to stop it is clear. First, Hatch-Waxman restrictions should be enforced. Only patents listed in the FDA Orange Book can be the basis for such lawsuits, and these are supposed to be restricted to patents that pertain to the original drug and its approved use. The FDA completely ignores that restriction and permits drug companies to list whatever secondary patents they wish—no matter how frivolous or far removed from the original drug. That should be stopped, as the Federal Trade Commission urged. It should be the FDA’s responsibility to make sure patents are eligible for listing in the Orange Book. Of course, if patent law were strictly enforced, so that patents were granted only for discoveries or inventions that are truly useful, novel, and non-obvious, there wouldn’t be so many secondary patents.
There is no reason for a thirty-month stay on generic companies entering the market just because brand-name companies sue them. Even if a brand-name company genuinely believes that a relevant patent would be violated, it could sue the generic company without an automatic extension of exclusive marketing rights. Generic companies would be very wary of violating a valid patent, since they would be liable for the brand-name company’s loss of sales. Hatch-Waxman should also be reformed to make it impossible for brand-name companies to make sweetheart deals with generic manufacturers to delay entry into the market. The first generic company to win approval after a lawsuit is given six months’ exclusive marketing rights. That exclusivity should be contingent on the generic company bringing a drug to market as quickly as possible. The 2003 Medicare prescription drug benefit law contained some provisions for modifying Hatch-Waxman, but how they will work is still unclear.
Get Big Pharma Out of Medical Education
We need to end the fiction that big pharma provides medical education. Drug companies are in business to sell drugs. Period. They are exactly the wrong people to evaluate the products they sell. I am not saying that all of the information drug companies provide to doctors is false. Some of it is useful and valid. But information from companies comes mixed with hyperbole, bias, and misinformation, and there is often no way to tell which is which. Good education about prescription drugs, like all education, needs to be as objective and critical as possible.
Yet drug companies pour money into medical schools and teaching hospitals, they support most continuing medical education, and they subsidize professional meetings. Wherever clinicians are educated, big pharma is there to help. There is no question that it influences educational content. The result is that doctors not only receive biased information but learn a very drug-intensive style of medicine. They come to believe that there is a drug for everything and that new drugs (of which they have many free samples) are always better than old ones. Once and for all, we should clarify a simple fact: Drug companies are not providers of education, and they cannot be. No laws, regulations, or guidelines should be based on the idea that they are.
The medical profession needs to take full responsibility for educating its members. There are a few simple steps to make this happen. First, medical schools should teach students about drugs, not leave such education to industry-sponsored programs and teaching materials. Many of our best schools have virtually eliminated the pharmacology courses that used to teach the basic principles of drug actions and uses. Second, teaching hospitals should regard drug company representatives just as they do other salespeople, who are not allowed to traipse around at will, promoting their wares and offering gifts and meals to medical students and doctors in training. Third, the profession needs to take responsibility for continuing medical education. Just as there should be no private clinical research industry, there should be no private medical education industry hired by the drug companies. This would mean that continuing medical education would be less well financed, but it can be made much less expensive without any loss of quality. Finally, professional associations should be self-supporting. If breaking their dependence on drug companies means increased membership dues, so be it. Meetings would benefit by being more modest, serious, and purposeful. But if doctors want to go to a resort in Hawaii for a meeting, let them pay for it.
Many doctors would agree that drug companies should have no input into the content of medical education but argue that it is acceptable for them to support it at arm’s length. I disagree. The industry’s immense marketing expenditures are tacked on to the prices of prescription drugs. Much of that increased sales income goes toward “education”—remember the missing $35 billion (see Chapter 8)? I believe the public, if asked, would not want to provide such handsome subsidies to doctors. Of course, if educational grants from industry really had to be completely at arm’s length, such grants would soon largely disappear. These companies are not charities. They expect a return on investment, and they get it—precisely because what they call education is designed to increase sales. As concern grows about marketing masquerading as education, some companies may create separate education budgets. But no matter what you call it, the overall purpose is the same—to sell drugs.
Drug companies sometimes contend that direct-to-consumer advertising is also educational, but it is even less educational than company-sponsored meetings for doctors in Hawaii. There is no way consumers can evaluate clinical claims in a thirty-second TV advertisement. The purpose and the effect of these commercials is to increase pressure on doctors to prescribe the latest, most expensive me-too drugs. Direct-to-consumer advertising should be prohibited in the United States just as it is in other advanced countries. At the very least, it should be regulated more stringently. Big pharma and the advertising agencies, which have a huge financial stake in the ads, would strongly resist, so any such action would probably require a congressional mandate. For reasons of public health and safety, however, the FDA is acknowledged to have authority over pharmaceutical advertising, so there is no question of an unfettered “right to commercial free speech” in this case. The issue is how, and how much, it should be regulated.
Open the Black Box
Big pharma badly needs some transparency. It gets away with exploiting the public in part because of its extraordinary secrecy. Drug companies reveal very little about the most crucial aspects of their business. Yet, unlike other businesses, they are dependent on the public for a host of special favors—including rights to NIH-funded research, long periods of market monopoly, and multiple tax breaks that almost guarantee a profit. Because of these special favors and the importance of its products to public health, as well as the fact that government is a major purchaser of its products, the pharmaceutical industry should be regarded much as a public utility. Its books should be open.
We ought to know exactly what drug companies spend on R & D and how it is broken down, not only by function but by individual drugs once they are patented and enter clinical trials. We should know the relative amounts spent on preclinical, clinical, and market research. Expenditures on clinical trials for each drug should be separated into their various phases, including Phase IV studies. And we should know how much drug companies spend on marketing research, and where that money is budgeted.
The enormous black box known as “marketing and administration” also needs to be opened. Where do those tens of billions of dollars really go? How much for top executive compensation? How much for lawyers? How much for “educating” doctors and the public? All of these categories should be broken down into their components. These expenditures produce a huge markup on drugs, and the public is entitled to know the details about them.
Price reform is discussed in the next section, but prices are also a big part of the industry’s secrets. It is extremely difficult to find out what various purchasers actually pay for their prescription drugs. Drug companies publish their average wholesale prices, supposedly the prices they recommend wholesalers charge pharmacies. But in practice, the average wholesale price means little. In fact, AWP is sometimes said to stand for “Ain’t What’s Paid.” Different customers are charged very different prices, and exactly what any given customer pays is often obscured by discounts and rebates. Those who pay something close to the average wholesale price are mainly people with no insurance, although prices may still vary from pharmacy to pharmacy. Most prosecutions of drug companies have had to do with defrauding Medicaid or Medicare by inflating prices, sometimes in conjunction with offering kickbacks to doctors or pharmacy benefit managers. It is only by virtue of the secrecy, complexity, and great variability of pricing arrangements that drug companies can get away with bilking their biggest customer—the government—and exploiting individuals without bargaining power.
Establish Reasonable and Uniform Pricing
Drug prices should be not only transparent but reasonable and as uniform as possible for all purchasers. The great disparities that now exist, with the most vulnerable people paying the highest prices, are unfair. Prices need to be regulated in some way to make them generally affordable. Pharmaceutical profits could still be very high, even with significantly lower prices, especially if marketing expenditures were greatly reduced. Since the biggest single purchaser of prescription drugs is the government, it could negotiate or regulate prices on behalf of everyone, much as the governments of other advanced countries do. For people who are too poor to afford needed drugs, there could be subsidies, but prices should not vary, only the payer. Uniform prices would prevent the current chaos that serves as a cover for fraud, kickbacks, and price gouging. It would also be desirable if prices were roughly the same in all developed countries, as well as within the United States, since big pharma is a global industry and great disparities create problems across borders (as we are now seeing with Canada).
That does not mean other developed countries should allow prices to climb to match U.S. prices, which former FDA Commissioner Mark McClellan seemed to recommend, apparently with the backing of the Bush administration. Instead, based on full knowledge of the industry’s profits and expenditures, we should try to converge toward a reasonable price. The industry and its apologists claim that the higher prices Americans pay are to cover R & D costs, but that ignores the fact that the big drug companies are profitable all over the world and their total profits actually exceed their total R & D expenditures. They are not just squeaking by, as industry apologists imply, but in recent years are making three to six times the profits earned by other Fortune 500 companies. One might just as well argue that Americans should pay higher prices to cover marketing costs, or to ensure that the top ten U.S. drug companies continue to make their extraordinary profits—more total profits than all the other Fortune 500 companies put together in 2002.
Unfortunately, with the passage of the Medicare reform bill in 2003, public policy has moved in exactly the opposite direction from any reasonable brake on pharmaceutical prices. The prescription drug benefit expressly forbids Medicare to use its purchasing power to bargain for lower prices. That provision was tantamount to writing a multibillion-dollar check—signed by taxpayers—to big pharma. (Not for nothing does this industry have the largest lobby in Washington.) Expenditures on drugs will quickly rise to exceed the value of the benefit. Worse, the money diverted to drug companies, pharmacy benefit management companies, and private insurers will have to be squeezed out of taxpayers, and the most likely way that will be done is by cutting other Medicare services or raising premiums and charging higher deductibles and co-payments. This bill should be repealed, and replaced by a simple measure that guarantees all Medicare beneficiaries appropriate coverage of their drug costs, with government-negotiated payments to industry and a medically based formulary.
The Medicare bill also stipulated that prescription drugs cannot be imported from Canada without the approval of the Department of Health and Human Services, something that has so far not been forthcoming, although there are some signs that that position may be softening. Yet there is no reason to believe that drugs imported from Canada are any less safe than other drugs, and some reason to suppose they are safer than those bought in the United States, since the high-profile counterfeiting cases have occurred here. But importation is best seen as a temporary measure, pending other reforms that would lead to more uniform pricing across borders. It treats the symptoms, not the disease.
Some Final Thoughts
Prescription drugs are an essential part of modern medical care. Americans need good new drugs at reasonable prices. Yet the pharmaceutical industry is failing to meet that need. There is a widening gap between its rhetoric and its practices. Driven by its lust for profits, it seems almost bent on eventual self-destruction. Its current way of doing business is not sustainable. Both the federal government and the medical profession have been co-opted by big pharma’s wealth and power, but sooner or later that will have to change. The Medicare prescription drug benefit will give the industry a huge boost, but it cannot last. Those who pay for drugs—government, insurers, and individuals—simply do not have the money to continue to support the industry in its present form. And the public is angry.
In thinking about reform, it is useful to consider the industry in terms of its functions. Which does it do well, which badly, and which shouldn’t it be performing at all? The industry supposedly discovers, develops, tests, manufactures, distributes, and promotes drugs. We have seen that it contributes much less to discovery and early development than it claims but instead feeds off the NIH, and universities and smaller companies in the United States and abroad. Maybe we should simply accept that fact. But then it makes no sense to continue to reward big pharma as though it were the major source of innovation. Clinical testing could continue to be the industry’s responsibility, but it should be conducted at arm’s length, preferably through an Institute for Prescription Drug Trials. The industry should play no role whatsoever in medical education. What remains is what this industry could do very well, if it redirected its efforts—the development of promising drug candidates, manufacturing, distribution, and a reasonable amount of marketing. This would bring the industry into line with reality, which is very different from its pretensions.
We need to remember that much of what we think we know about the pharmaceutical industry is mythology spun by the industry’s immense public relations apparatus. In this book, I have set out to expose the most important of those myths—the claims that big pharma’s prices reflect its R & D costs, that it is innovative, and that it is a shining example of American free enterprise. As we have seen, this industry actually spends far more on marketing and administration than on R & D. It is not innovative. And it lives on government favors and shrinks from competition. If you know that, you should be immune to the kind of threat the pharmaceutical industry specializes in: “Give us everything we want, or we might have to stop producing miracle drugs.”
Finally, in this chapter, I suggested how the industry could be reformed. Those suggestions were not meant to be comprehensive but to deal with what I believe are the most important problems. As I said at the outset, nearly all would lead to better drugs at lower prices. Most of the changes could be achieved with simple congressional legislation. That is where you come in. Your representatives in Congress will not deviate much from the industry script unless you force them to. We saw a sad demonstration of that fact with the 2003 Medicare reform bill, which was made to order by and for big pharma. Your representatives will stand up to the industry only if you demand that they do. I have tried to arm you with the facts. Yes, the pharmaceutical industry has enormous clout, but what finally matters most is concerted public pressure.

Afterword
CLEARLY, THE PHARMACEUTICAL INDUSTRY AND the medical profession need thoroughgoing reform, and Congress and the Food and Drug Administration need to be reminded that they exist to serve the public, not drug companies. In the meantime, what can you as an individual do to protect your interests? Here are a few specific suggestions.
1. When your doctor prescribes a new drug, ask him or her these questions:
What is the evidence that this drug is better than an alternative drug or some other approach to treatment? Has the evidence been published in a peer-reviewed medical journal? Or are you relying on information from drug company representatives? Insist on getting a straight answer and, if necessary, a reference to a journal article or a medical textbook.
Is this drug better only because it is given at a higher dose? Would a cheaper drug be as effective if it were given at an equivalent dose? Sometimes the best course is simply to increase the dose of an older drug. Remember, there is usually no reason to think new drugs are better than old ones, and the older the drug, the better its safety record is likely to be.
Are the benefits worth the side effects, the expense, and the risk of interactions with other drugs I take? Every drug has side effects, and it may be better not to treat self-limited or trivial ailments.
Is this a free sample? If so, is there a generic drug or an equivalent drug I can use that is cheaper when the free samples run out? Free samples are a false economy. They are designed to get you and your doctor hooked on the newest, most expensive drugs.
Do you have any financial ties with the company that makes this drug? For example, do you consult for the company? Other than free drug samples, do you receive gifts from drug companies? Are you being paid to put me on this drug and enroll me in a drug company study? Do you make time for visits from drug company representatives? If the answer to any of these questions is yes, you should consider changing doctors. You need to know your doctor’s decisions are based solely on what is best for you. And doctors need to be weaned from their dependence on drug company largesse.
2. And ask your senators and representatives in Congress this question:
Do you receive campaign contributions from the pharmaceutical industry, and if so, how much are they? There is no doubt that this industry largely writes its own ticket in Washington, and you have to put a stop to that.
3. Pay no attention to direct-to-consumer ads for prescription drugs. 
These are meant to sell drugs, not educate consumers, and they only add to the prices you pay.
 
Finally, remember the admonition of the Washington Post editorial, quoted on page 215, to question those arguing big pharma’s case about their sources of income. I can think of no better advice. Nowadays, even the most distinguished and apparently unbiased academics may be on the pharmaceutical industry’s payroll. If they are, you need to be especially skeptical about their pronouncements.
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