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Dedication

To Charlotte, without whose love, friendship,

indefatigable support, and fearless criticism

this book would not be possible




Epigraph

Be not intimidated, therefore, by any terrors, from publishing with the utmost freedom, whatever can be warranted by the laws of your country; nor suffer yourselves to be wheedled out of your liberty by any pretences of politeness, delicacy, or decency. These, as they are often used, are but three different names for hypocrisy, chicanery, and cowardice.

— JOHN ADAMS,
A Dissertation on the Canon and Feudal Law, 1765

Modern medicine has been a powerful force for good, and many people owe their lives to that power. However, because of humanity’s shared reverence for that success, combined with the increasing financial rewards from the industrialisation of healthcare, almost everyone has been slow to recognise that medicine also has great power to harm.

— IONA HEATH,
British Medical Journal, February 2020
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Introduction

Tragically, during the first year of the coronavirus pandemic, an average of fourteen hundred Americans lost their lives to COVID-19 every day. Far more tragically, but with far less public awareness, Americans have been dying unnecessarily at almost the same rate for two decades.* This invisible tragedy is occurring not because of a once-in-a-century pandemic, but rather because, compared to citizens of other wealthy nations, we in the United States have such inferior health and health care.

Not only is our health worse, but the pace at which we are falling behind is accelerating. For example, the (pre-pandemic) rate of American deaths that could have been prevented by adequate medical care was by far the highest: half again higher than the average of nine other wealthy countries. Similarly, the United States ranks lowest in quality and access to health care among eleven wealthy nations, and it is the only country to have declined on this measure since 2010, despite the expanded access provided by Obamacare. And since 2000, Americans’ healthy life expectancy has plummeted from thirty-eighth in the world to sixty-eighth in 2019 (now behind China, Cuba, and Jamaica). Citizens of Japan live 8 years longer in good health and Canadians live 5.2 years longer in good health than Americans do. How can this possibly be, when Americans clearly have the best access in the world to the latest medical advances? The unvarnished truth is that the siren call of breakthrough medical innovation commands far more of our attention than the alarms set off by the decline in our health.

Making matters even worse, while we are spending 17.7 percent of our GDP on health care annually, eleven other wealthy countries are spending an average of just 10.7 percent. This additional 7 percent of GDP translates into our spending an excess $1.5 trillion on health care every year. To put this in more personal terms, despite our health losing so much ground in comparison to that of other wealthy and not-so-wealthy nations, Americans spend $4,500 extra per person each year — like an unlegislated tax — on health care.

Obviously, there is no single source of the dysfunction in our health-care system, but the most powerful force driving this toxic combination of poor health and high costs is Big Pharma’s influence on American medical care. And the reason the pharmaceutical industry has been able to achieve this “tail wags dog” position is that, over the past forty years, public funding for clinical research and federal support of university-based medical research has declined, allowing the drug companies to step in to fill the gap. This has led to increased commercial influence over much of the information that doctors rely on to determine optimal treatment for their patients.

The pharmaceutical companies now control most of the medical research agenda, and their primary goal is not to improve Americans’ health but to maximize their own profits, which they do masterfully. To that end they control the design, conduct, and analysis of most clinical research; and they largely control the delivery of the results of that research across the entire spectrum, from the most respected peer-reviewed medical journals to all those annoying drug ads on TV. Although the supposed purpose of this information is to educate doctors and the public, it is — truth be told — carefully curated to disseminate key marketing messages designed to maximize drug sales.

Still, how does it happen that so many smart, well-trained, hardworking, and dedicated physicians are misdirected by the commercially motivated “knowledge” produced by this self-serving system? Ironically, doctors are vulnerable to this misinformation precisely because they are taught to base their practice on the best scientific evidence published in peer-reviewed medical journals, respected clinical practice guidelines, and recommendations made by recognized medical authorities. But these trusted sources have become increasingly dependent on drug-company funding.

One of the best-kept secrets in all of health care — understood by few doctors — is that the peer reviewers, medical journal editors, and guideline writers, who are assumed to be performing due diligence to ensure the accuracy and completeness of the data reported from company-sponsored studies, do not have access to the real data from these trials. The published reports that doctors accept as fully vetted scientific evidence can be more accurately described as unverified data summaries prepared largely by or for the sponsoring drug companies.

For sure, some newly approved drugs — one out of eight — provide heretofore unavailable medical benefits. These can be genuinely lifesaving or quality-of-life-improving, like the drugs that transformed HIV/AIDS from a death sentence into a chronic disease compatible with a normal life, drugs to treat hepatitis C, and drugs to treat (but not cure) cystic fibrosis. But unlike other wealthy countries, the United States lets drug companies charge as much as they want, so the drugs that offer unique benefits are generally priced at ransomlike levels. Moreover, because the industry controls much of the scientific evidence that reaches health-care professionals and the public, the seven out of eight newly approved drugs that do not provide previously unavailable benefits can be promoted as if they do. The business environment for prescription drugs in the United States is so different from that of other wealthy countries that an estimated two-thirds to three-quarters of global pharmaceutical profits come from the United States.

Americans are well aware that Big Pharma is taking advantage of them. A Gallup poll conducted six months before the COVID-19 pandemic began found drug companies to be the least well regarded among the twenty-five industries included in the survey, Pharma’s worst ranking since the annual survey began, in 2001. This strong negative sentiment reflected rapidly increasing drug prices and occasional scandals, most recently the gross overselling of prescription opioids, which has contributed to tens of thousands of American deaths each year.

Big Pharma does not set out to purposely harm Americans’ health, but its primary job has become the exploitation of each situation as a unique opportunity to maximize profits, regardless of the overall impact on society. The COVID-19 vaccines, touted as highly effective (they are) and free (they are decidedly not), provide a striking example. Historically, vaccine development in the face of acute viral threats — like Zika and SARS — has not panned out financially for manufacturers, so, early in the coronavirus pandemic, they were not enthusiastic about developing and testing vaccines. Three months into the pandemic, as the gravity of the situation became impossible to ignore, the U.S. government launched Operation Warp Speed, an administrative mechanism to create financial incentives rich enough to motivate potential vaccine makers to develop, test, and manufacture vaccines quickly and in large quantity. Thankfully, this strategy helped produce highly effective vaccines in remarkably short order.

Early on, Operation Warp Speed spent five times more per person to procure vaccines for Americans than was spent by the European Union ($36 versus $7.25). This strategy was so successful that by mid-May 2021 the vaccination rate in the United States was far ahead of schedule and double that of the European Union. (By the end of July 2021, the EU had caught up to the United States, with about 70 percent of adults having received at least one dose of vaccine.) And given the oncoming toll in illness and death, in disruption of normal activities, and in economic loss, few would argue that we should have been more penny-wise with vaccine development and manufacture.

Not surprisingly, as the vaccines rolled out, the reputations of both Pfizer and Moderna — the first two manufacturers to be granted Emergency Use Authorization by the FDA — skyrocketed into the top ten among U.S. companies. Americans were grateful to them for working so quickly to integrate the best of medical science into effective vaccines, which allowed us to take the first step toward putting the pandemic behind us.

But a look behind the curtain reveals how the manufacturers exploited the public’s desperation and hope, and how they adapted their tried-and-true profit-maximizing tactics to the entirely new opportunity presented by the pandemic.

First, the vaccine manufacturers’ claim that the innovative drive of private enterprise was solely, or even primarily, responsible for the rapid development of COVID-19 vaccines was self-serving fiction. The foundational research that made the rapid development of vaccines possible had been completed in 2016 by scientists at the National Institutes of Health (NIH), working with researchers at Dartmouth College and Scripps Research Institute. They developed the technology to genetically engineer the exact sequence of amino acid building blocks that comprise the antibody-inducing spike proteins surrounding any specific strain of coronavirus.

In January 2020, armed with this technology, NIH researchers needed only a few days to turn the genetic code for COVID-19, provided by Chinese scientists, into a genetic “blueprint” for the vaccine. From that point it took Moderna only one month to develop and produce enough vaccine to begin large clinical trials. Zain Rizvi, a researcher with Public Citizen, summed up the mRNA vaccine manufacturers’ role in the development of the COVID-19 vaccine succinctly: “Big Pharma started on third base and thought it hit a triple.”

He was critiquing Pharma’s attempt, through a PR campaign with a cautionary message, to leverage the reputational boost it received from producing successful vaccines. The campaign’s headline: “An American Success Story We Should Never Take for Granted.” Sponsored by the Pharmaceutical Research and Manufacturers of America, or PhRMA,* the message warned, “Unfortunately some in Congress want to enact partisan changes that could threaten access to medicines today and new treatments and cures in the future.” In other words, if you dare cut the prices we are allowed to charge Medicare for our highest-revenue-generating drugs, we won’t be able to continue to innovate. But this premise was in large part misleading. If Pharma really wanted to protect innovation, its warning to Americans should have been “Don’t take NIH research for granted.”

Second, despite paying top dollar for the initial round of vaccinations for Americans, Operation Warp Speed failed to leverage the federal government’s generosity and purchasing power to ensure global vaccine equity. Although these agreements remain largely secret, the New York Times wrote, the U.S. government “used unusual contracts that omitted its right to take over intellectual property [which would have allowed it to provide vaccine for low- and middle-income countries] or influence the price and availability of vaccines.”

At the $15- to $20-per-dose purchase price negotiated with the United States and other wealthy nations, Moderna projected more than $18 billion in sales in 2021 alone. With virtually the entire $1 billion cost of the research and development for its vaccine having been paid by the U.S. government (except for a generous $1 million donated by Dolly Parton) and the actual cost of production estimated to be as low as $3 per shot, it’s not surprising that the price of Moderna’s stock shot up elevenfold from January 2020 through May 2021.

Global sales of the Pfizer/BioNTech vaccine are expected to be even higher, $33.5 billion in 2021, making it by far the best-selling drug in the world, with an estimated profit margin “in the high 20 percent range.” Pfizer CEO Albert Bourla broadcast his intention for post-pandemic pricing of the Pfizer vaccine in an interview with Time, referring to the initial vaccine sales to Operation Warp Speed and other wealthy nations as generating “a very, very marginal profit at this stage.” Most people would consider a profit margin of almost 30 percent on billions of dollars of guaranteed sales to be considerably above the “very, very marginal” level.

Pfizer CFO Frank D’Amelio confirmed these expectations, explaining that the transition from acute COVID-19 pandemic to ongoing endemic would provide Pfizer with “a significant opportunity . . . from a pricing perspective,” especially with the likely need for booster shots. Sales of Pfizer’s COVID-19 vaccine are projected to reach almost $100 billion over the next five years. An analyst with the investment bank SVB Leerink estimated that Pfizer’s profit margin on these sales will be a whopping 60 to 80 percent.

So, COVID-19 vaccines have not been offered free of cost. The vaccine manufacturers have been able to capitalize on the worst public health crisis in over a century by not charging consumers directly for the vaccines but rather extracting outsized profits from the taxpayers of wealthy nations. During the first fifteen months of the pandemic, nine new vaccine billionaires — including the CEOs of Moderna and of Pfizer’s partner, BioNTech — gained $19.3 billion in personal wealth. In addition, eight already established billionaires with large investments in vaccines gained $32.2 billion. The total wealth of vaccine billionaires had increased by over $50 billion.

Third and lastly, the mRNA vaccine makers made sure they would squeeze out the most profit possible from the revolutionary new technology. Indeed, the best way for the manufacturers to maximize their financial gains was to ignore global needs and sell the largest possible share of their available vaccines for top dollar to wealthy nations while maintaining tight control of their patents and other intellectual property. Predictably, fifteen months into the pandemic 85 percent of the approximately two billion doses of COVID-19 vaccine administered worldwide had been given to residents of wealthy nations. At the other end of the spectrum, a mere 0.3 percent had been administered to people living in low-income countries. Dr. Tedros Ghebreyesus, the director general of the World Health Organization (WHO), called this “a scandalous inequity that is perpetuating the pandemic.”

The WHO had tried to preempt this global inequity by launching the COVID-19 Technology Access Pool (C-TAP) in May 2020. The goal of C-TAP was to equip and train independent vaccine manufacturers in Latin America, Asia, and Africa by providing access to the patents and the technical know-how required to produce their own vaccines. Such a program, if it had been successful, would have at least partially freed less wealthy countries from being dependent on the voluntary largesse of wealthy countries and vaccine makers. When President-Elect Joe Biden’s designated chief medical adviser, Dr. Anthony Fauci, was asked in January 2021 if he would encourage the United States to participate in C-TAP’s sharing of technology, his response was emphatic: “That’s an easy answer: yes, yes, yes.” Pfizer CEO Bourla was equally emphatic, but in the opposite direction: “At this point in time, I think it’s nonsense, and . . . it’s also dangerous.”

Moderna also rejected C-TAP, but much less forthrightly. In October 2020 the company issued a statement promising to act as responsible global citizens: “We feel a special obligation under the current circumstances to use our resources to bring this pandemic to an end as quickly as possible. Accordingly, while the pandemic continues, Moderna will not enforce our COVID-19 related patents against those making vaccines intended to combat the pandemic.” Great talk, but the Washington Post reported that as of March 2021, Moderna had “taken no steps to share information about the vaccine’s design or manufacture, citing commercial interests in the underlying technology.” Without Moderna providing the requisite know-how, the company’s offering of access to its patents did nothing to get vaccines to those living in low-income countries.

In May 2021, leaders from the International Monetary Fund, the World Health Organization, the World Bank, and the World Trade Organization sounded a global all-hands-on-deck alarm, calling attention to the enormous impending negative consequences of not immediately increasing vaccination rates in low- and middle-income countries. They explained that on top of the imminent health risk to poor countries from high infection rates — by June 2021, 85 percent of the world’s COVID-19 related deaths were occurring in developing countries — vaccine inequality would allow “deadly variants to emerge and ricochet back across the world.” In other words, no country would be safe from COVID-19 until all countries were safe.

The leaders from the four organizations also explained that the global economy would sacrifice $9 trillion in lost productivity unless a 40 percent vaccination rate in all countries was achieved by the end of 2021 and “at least 60 percent by the first half of 2022.” Most important, they concluded these goals could be achieved and economic disaster averted with an urgent infusion of about $50 billion to purchase vaccines for developing countries. (Coincidentally, this is exactly the amount of wealth gained by the seventeen vaccine billionaires during the first fifteen months of the pandemic.) The managing director of the IMF, Kristalina Georgieva, commented that this investment in global health would probably provide “the highest return on public investment in modern history.”

Even in the most grotesquely selfish terms, an investment by the wealthy nations of $50 billion now — meaning in the early summer of 2021 — would return to them an estimated $1 trillion in increased tax revenues. Yet the slow walk by wealthy nations and vaccine manufacturers toward adequate rates of vaccination in nonwealthy countries — whether done on purpose or not — will pretty much ensure that the pandemic will continue and that booster shots will be necessary in wealthy nations in order to protect against the viral mutations breeding in under-vaccinated countries.

Moderna had publicly promised not to enforce its patents but failed to provide the additional technical know-how required to turn that promise into vaccine-making capacity. Pfizer CEO Bourla had promised that nonwealthy countries would “have the same access as the rest of the world” to its vaccine, but according to the World Health Organization, Pfizer also failed to follow through. As the vaccine maker was basking in the glow of its vaunted but false altruism, Richard Kozul-Wright of the United Nations Conference on Trade and Development commented that despite feigning commitment to low-income countries, Pfizer had prioritized sales to wealthy ones, making Pfizer’s dramatic reputational turn-around “one of the great public relations triumphs of recent corporate history.” But Big Pharma’s triumph, like so many of its other triumphs, came at the public’s expense.

The global public-health crisis caused by COVID-19 has provided a rare opportunity to observe the true extent of the vaccine makers’ commitment to public responsibility and to private profit-seeking. Their willingness to ignore the needs of low- and middle-income countries in the interest of maximizing their own bottom line — despite the obvious risk to the health and economic well-being of wealthy nations — will make it easier to comprehend the “business as usual” situations and profit-making strategies described in this book. They are often quite jarring. And the example of the pandemic also helps show why, when the drug companies’ profiteering techniques are focused on Americans, our health declines, and we are unable to provide all Americans with adequate health-care coverage, despite our off-the-charts spending.

I did not set out in my career to become a critic of the drug companies. After completing a family medicine internship, I served two years in the National Health Service Corps as a primary care physician in rural West Virginia. I then went back into training to complete two years of a family medicine residency and a two-year Robert Wood Johnson Fellowship, studying statistics, research design, and epidemiology. Although I had trained for a career of teaching, research, and practice in an academic medical center, I decided that my true calling was serving as a community-based family doctor.

When I entered private practice in 1982, I was confident that the care provided by American doctors (including me) was as good as the care available anywhere in the world. At that time, U.S. health-care costs were only slightly higher than those of other wealthy countries, and the U.S. death rate was well below the average in those same countries. I practiced family medicine for twenty years in a small town an hour north of Boston (and yes, I made house calls). I became the chair of family medicine at Lahey Clinic in Burlington, Massachusetts, and I have served on the faculty of Harvard Medical School since 1997, first as an instructor teaching primary care and, since 2010, as a lecturer in the Department of Health Care Policy.

During my years as a family doctor, I saw major changes in the practice of medicine. Beginning in the early 1990s, I became increasingly aware of the commercialism that was creeping into the sources of information I had been taught to trust — respected medical journals, educational lectures, and conferences. In 2001, drawing on the skills I had acquired during my fellowship twenty years earlier, I found serious and life-threatening discrepancies between the supposedly trustworthy scientific evidence published in the world’s most respected medical journals and the actual data that drugmakers submitted to the FDA as summarized in FDA officers’ reports, which had just started to be posted on the internet.

My curiosity was piqued by evidence that suggested an undisclosed increased risk of heart attack and stroke associated with the most heavily advertised drug at the time, the pain reliever Vioxx. By following a footnote in a medical journal article to its source, I found my way to a trove of data on the FDA’s website providing undeniable evidence that cardiovascular risks were significantly higher with Vioxx than with an equally effective over-the-counter pain reliever, naproxen (brand name Aleve). But these risks had not been reported in the New England Journal of Medicine article that claimed Vioxx provided a safety advantage over the older anti-inflammatory drug, and the misleading advertisements led my own patients to request — and even demand — that I prescribe Vioxx for them. At that point I felt the need to understand how the integrity of the medical information delivered to doctors and patients was being distorted by the drug companies.

So in 2002 I left practice to write Overdo$ed America: The Broken Promise of American Medicine, to explain from a family doctor’s perspective the extent to which this growing commercial intrusion was undermining medical care. Three days before the book was published, the New York Times ran an op-ed I wrote, titled “Information Is the Best Medicine,” in which I argued that doctors needed better access to clinical trial data (I specifically cited data showing the significantly increased cardiovascular risk of Vioxx) to provide their patients with safe and effective care. Overdo$ed America was published on September 21, 2004. Nine days later Merck abruptly pulled Vioxx off the market, not because of my book but because the results of yet another study had documented the increased risk of heart attack and stroke associated with the drug. It was the biggest drug recall in U.S. history.

I immediately sat down at my computer to write another op-ed, explaining why Merck’s sudden withdrawal of Vioxx ought not to have come as a surprise. About half an hour later, my publicist called to tell me that a limousine would be picking me up in fifty minutes; I was to do three live national television interviews by satellite from Boston and then fly to New York City, where Katie Couric would interview me on Today the following morning. At this point I had done a total of one television interview on a local station, so the agenda for the next twenty-four hours was, to say the least, intimidating.

When I arrived in the greenroom of the Today show, I saw pictures of the hosts lined up on one wall. I had to ask my publicist which one was Katie. I was taken to the set and seated on a couch, where I waited nervously. Katie finished up another segment and came over and joined me, and we were quickly (and comfortably) in the middle of a conversation, with millions of Americans watching on live TV. I was invited back six weeks later, when another study showed that Celebrex too might increase the risk of cardiovascular problems (although this turned out not to be a major issue, and the drug was not withdrawn from the market).

Soon lawyers coordinating national litigation involving thousands, and sometimes tens of thousands, of plaintiffs allegedly injured by one or another prescription drug began to ask me to serve as an expert witness. This work turned out to be the most challenging and consequential I had ever undertaken (besides caring for individual patients at critical moments). After signing a confidentiality agreement (without which, access to the confidential corporate documents produced in discovery was not allowed), I would begin my investigation. Typically, the first step was reviewing key documents, culled by plaintiffs’ lawyers, which were deemed to be evidence that the manufacturer had misled doctors, the public, and insurers by exaggerating the benefit of a drug or minimizing the harm it might cause. But that was just the starting point.

I was granted access to the computer files of the relevant drug-company executives and scientists. No longer on the outside, wondering whether the company-sponsored science really supported the claims being made about a drug, I had access to millions of confidential documents — scientific data, e-mails, business and marketing plans, internal slide presentations about science and marketing, and so on. With this access I could piece together what the science really showed and evaluate:


	whether clinical trials had been designed to produce results that were misleadingly advantageous to drug sales;

	whether corporate marketing and business plans designed to capitalize on marketing research called for misrepresentation of scientific evidence;

	whether actual scientific data from clinical trials, when analyzed according to the rules the manufacturer had established before the study was started, supported the results presented in medical journals and marketing materials;* and

	whether marketing plans and slides developed by the manufacturer to “educate” doctors about its drug accurately presented the scientific findings.



Thus I could compare, on the one hand, what doctors would reasonably conclude about the safety and efficacy of the drug based on the information provided by the manufacturer with, on the other hand, what doctors would likely conclude if they had accurate and unbiased summaries of all the information. Or, stated more succinctly, I could determine if the reported benefits and risks of a given medication represented the best available scientific evidence. Often they did not.

Vioxx was the first litigation I worked on, but over the next ten years I served as an expert in about fifteen other cases and was deposed by many lawyers hired to defend many different drugmakers and one medical-device maker. These cases were all civil litigation: Plaintiffs’ attorneys sought to win compensation for individuals who had allegedly suffered personal injury or for institutions — such as union health plans, insurers, or governmental bodies — that had allegedly suffered economic injury arising from fraudulent claims of a drug’s efficacy, safety, or value.

After I had thoroughly reviewed the information available in the company’s files and had written an expert report, I would be deposed by the lawyers hired to defend the drugmakers. These depositions often felt like heavyweight boxing matches, as accomplished and tough corporate attorneys, informed by their own scientific experts and backed by teams of lawyers and support staff, challenged my analyses. My reports and opinions had to be rock solid; any weakness would be quickly and embarrassingly exposed.

In addition to serving as an expert in civil litigation, I was able to bring some of what I learned to the FBI and the U.S. Department of Justice as an unpaid consultant. In one of these cases, Pfizer pleaded guilty to a felony for marketing its arthritis drug Bextra (a cousin of Vioxx) “with the intent to defraud or mislead” and, according to a DOJ press release, agreed to pay “a criminal fine of $1.195 billion, the largest criminal fine ever imposed in the United States for any matter.” Even so, nobody went to jail for committing this felony, and the documents, including those I brought to the DOJ and my analyses showing how Pfizer had allegedly misled doctors, remain sealed under the terms of the settlement. I am still not at liberty to explain how Pfizer hoodwinked (or, more accurately, feloniously misled) American doctors into prescribing enough Bextra to make the company a handsome profit.

The relationship between the science and the marketing of almost all the drugs I investigated turned out to be a variation on this theme. I saw that doctors were being misled by the drug companies — misled about the results of clinical trials and misled about how the claimed findings should be integrated into optimal care. Where the terms of the settlement allow, I have included in this book the findings of some of the cases I worked on. And after seeing this pattern repeated again and again, I realized how much important information was being concealed and saw how the drug companies manipulated the scientific evidence that health-care professionals rely on.

This experience gave me a unique window into the dysfunction of American health care. Neither the public nor the nation’s physicians are aware of the extent to which drug companies and other commercial interests produce and control the information that guides medical decisions. This is the key to understanding how America can be spending so much more money on health care than the other wealthy nations do while the health of its citizens continues to fall farther and farther behind.

Each of the chapters in part I discusses a drug or class of drugs that became far more widely used than the science justified or good care warranted. These examples reveal the range of tactics drug companies use to oversell their drugs without regard for the consequences. They range from manipulating medical journals, including some of the most influential in the world, to illegally marketing drugs (I testified in a trial that found a global pharmaceutical company had committed fraud and engaged in a racketeering conspiracy), to recommending, in treatment guidelines, that more than half of U.S. adults between the ages of forty and seventy-five take statins to lower cholesterol — though 60 percent have no history of heart attack, stroke, or diabetes, to employing deception to promote the use of unconscionably expensive insulin for people with type 2 diabetes when far less expensive insulin would have been at least as safe and effective.

Part II shifts from these specific examples of overprescribed drugs to a broader discussion of how the changes in American society over the past four decades have allowed commercial interests to control much of the medical knowledge that now guides our health care. Beginning around 1980, the primary mission of for-profit, publicly held corporations in the United States began a fundamental transition: Companies moved from addressing the needs of a broad array of stakeholders — including customers, employees, communities, and shareholders — to focusing narrowly on maximizing financial return to shareholders. This transition, along with opening the money spigots from corporations and superwealthy individuals, created the political and economic context that led to unprecedented inequality of wealth and the declining health of Americans relative to the citizens of other wealthy nations.

In this corporate-profit-maximizing context, clinical research became ever more privatized, focusing on the creation of wealth rather than health. Universities and academic medical centers needed to seek funding from drug companies to continue their research programs, and financial ties with those same drug companies — something that was once beneath the dignity of academic physicians — became a sign of prestige. Drug companies gained control of doctors’ long-trusted sources of medical knowledge and then skillfully exploited that trust.

But perhaps most important, the social contract ensuring that for-profit corporations served their customers, employees, and communities was abandoned. The revised financial incentives evolved into an interconnected system that now produces and disseminates so-called scientific evidence that, first and foremost, serves the financial interests of the health-care industry and its investors. Thus, the dysfunction in American health care is in large part the result of rational — but antisocial — behavior by executives of drug and device companies, which then “trickles down” to academic medical centers and researchers, medical journals, medical societies, and respected nonprofit organizations. In other words, the way we now produce the knowledge that directs our health care is in a state of market failure. The primary actors are thriving, but society as a whole is being harmed.

The final part of this book begins with a summary of the achievements and limitations of recent reform, particularly Obamacare. Going forward, meaningful reform — expanding health-care access to all Americans, improving Americans’ health, and containing our medical spending — will require standing up to the hyper-profitability of the vested interests (Big Pharma, insurance companies, and hospitals). This will be a very steep hill to climb, one that will call for a new constituency for health-care reform led by a coalition of health-care professionals, purchasers (including non-health-care-related businesses, unions, and government), and consumers. But change will not happen until the constituency for reform becomes a more powerful force than the corporate money and lobbyists that currently hold sway over our politicians. This is the only way to bring Americans’ health up to the level enjoyed in other wealthy nations and the cost of that health care down to the level in those same nations.

The illusion of American medical exceptionalism must yield to the basic principles of good science. And we must dispel the misconception that the least regulated market is the most efficient, which means allowing government intervention, when needed, to make sure that the health-care market effectively serves the interests of society. Our goal must be to find a better balance between commercial profit and public benefit.

And, daunting though it may be, I believe there is a path forward.




Part I

Health Care American-Style




1

Vioxx: An American Tragedy

Don’t believe anything, not one thing, put out by a pharmaceutical company. Just don’t believe it. You start from there.

— CATHERINE DEANGELIS, editor in chief, Journal of the American Medical Association

Late in 2004, I received a heartbreaking note from a woman who had seen me on television discussing safety issues associated with Vioxx and Celebrex, two widely used pain relievers. Mrs. Susan Palmer wrote to ask if I would be willing to review her daughter’s medical records: “It would be a blessing to us. Please help us. My daughter, Stacey, was 17 years old.”*

Several months earlier, Stacey, a healthy honors student and budding gymnastics star, fell and hit her head during practice. She blacked out briefly, and when she came to, she had pain in her right wrist. Stacey’s mother picked her up at school and brought her to the emergency room. There was no evidence of serious head trauma, but wrist X-rays revealed a fracture. A cast was put on, and she was instructed to take ibuprofen (Motrin or Advil) as needed for pain and to follow up with a pediatric orthopedist.

About a week later Stacey began having headaches. Ibuprofen provided little relief, so Stacey’s mother brought her to their family doctor. The doctor found she had some tenderness in the back of her neck and the right side of her head, but Stacey’s examination was otherwise normal. A CT scan of her head was also normal. Because ibuprofen was not working, the doctor gave Stacey eight Vioxx 25 mg tablets, samples provided by the manufacturer, to be taken once daily, and made a follow-up visit for one week later. Vioxx, a pain reliever marketed as a safer version of ibuprofen and similar drugs, had recently been approved to treat migraine headaches.

That Stacey’s family doctor had samples of Vioxx meant a Merck drug rep had “detailed” him (that is, given him information about the company’s new drug, trying to persuade him to prescribe it). The rep probably had visited the office, brought food and small gifts (like pens and notepads emblazoned with VIOXX) for the doctor and his staff, and “educated” them about the benefits of Vioxx. And the rep probably left marketing materials, possibly including a reprint of the VIGOR (short for Vioxx Gastrointestinal Outcomes Research) article that had been published in one of the most influential medical journals, the New England Journal of Medicine (NEJM), on November 23, 2000. The article concluded that Vioxx had a safety advantage over an older anti-inflammatory drug, naproxen (Aleve), because it caused fewer serious stomach complications.

But when Stacey returned for a recheck, she reported that her headaches were occurring daily and had become so severe that she was going to the school nurse’s office two or three times a week to lie down. She also reported having blacked out while walking to school. Again, Stacey’s exam was normal. The doctor suspected post-concussion syndrome.* Because the Vioxx had not helped, he advised Stacey to go back on ibuprofen at a higher dose and arranged for her to see a neurologist. Stacey never got to that appointment. Four days later, at 4:30 a.m., Mrs. Palmer found her daughter dead in her bed, the victim of a massive stroke.

This needless tragedy almost certainly would not have happened if it weren’t for the failure of three guardians of public safety: the manufacturer, which concealed the risk of Vioxx; the New England Journal of Medicine, which published the study claiming the drug was safe and failed to correct the article after its editors became aware of the undisclosed risk; and the FDA, which failed to act effectively as soon as it became aware of that risk.

DOCTORS WERE FALSELY REASSURED

As the Palmer family struggled with their loss, one of the world’s largest drug companies was dealing with a crisis of its own. On September 30, 2004, less than three weeks after Stacey died, Merck pulled its blockbuster Vioxx off the market. A just-completed Merck-sponsored study had shown 25 milligrams of Vioxx per day — the dose Stacey had taken — doubled the risk of heart attack and stroke. According to Dr. Peter Kim, the president of Merck Research Labs, the study showed an “unexpected increase in cardiovascular disease rates.” He told the New York Times, “What we saw was stunning.”

As a Merck executive, Dr. Kim had good reason to be unhappy with the latest study results — but he should not have been surprised. More than four years earlier, as shown by internal documents, Merck executives lamented similar results from the VIGOR study. On March 9, 2000, when the VIGOR data first became available to Merck scientists, Merck’s then head of research, Dr. Edward Scolnick, wrote in an internal e-mail that the cardiovascular dangers of Vioxx (meaning increased risk of heart attack, stroke, and blood clots) were “clearly there” and “a shame.” Nonetheless, his e-mail concluded reassuringly: the class of drugs of which Vioxx was a member (the COX-2 inhibitors) “will do well and so will we” (italics mine).

The VIGOR data Merck sent to the FDA in August 2000 — by law, this had to be a full accounting of the trial’s results — stand in stark contrast to the reassurance about the safety of Vioxx claimed in the NEJM article published on November 23, 2000. The article did report that people who were treated with Vioxx had four times as many heart attacks as those treated with another anti-inflammatory drug (naproxen) but then stated that the increase occurred in people who should have been taking aspirin to prevent heart attack and stroke but were not allowed to by the study design. Importantly, of the thirteen authors, eleven were researchers with financial ties to Merck, and two were Merck employees, both of whom had received Dr. Scolnick’s e-mail of March 9, 2000. The Merck-employed authors knew, or should have known, that the NEJM article they coauthored had underreported the increased risk of heart attack associated with Vioxx.

When the 2000 article presenting the results of the VIGOR trial was first published, I read it with interest. However, it was a second NEJM article, published the second week of August 2001, that created a watershed moment in my career. I was eating lunch and reading medical journals in my office when I came upon an NEJM overview of the COX-2 inhibitors Vioxx and Celebrex. The article claimed (incorrectly it turned out) that these drugs caused “significantly fewer serious gastrointestinal adverse events” than older anti-inflammatory drugs. The review did, however, include more detail about the cardiovascular events in the VIGOR trial than the initial NEJM article had, reporting that people treated with Vioxx experienced significantly more heart attacks and strokes than those treated with naproxen.* But the article then dismissed this increased danger with a peculiar argument: “The difference in major cardiovascular events in the VIGOR trial may reflect the play of chance. The end point was prespecified, and the difference in the frequency of events was statistically significant, but the absolute number of cardiovascular events was small (less than 70)” (italics mine).

The moment I read those two sentences, I knew something was dreadfully wrong with the information presented about Vioxx in the world’s most influential medical journal. First, even a beginner knows statistical significance is based on the number of events that occurred, so dismissal of statistical significance because of a small number of events made no sense and reeked of bias. Second, what a monumental double standard — dismissing the cardiovascular harm because “less than 70” events had occurred but at the same time touting the reduction in serious gastrointestinal events associated with Vioxx, though there were even fewer of those. Nobody on the Merck side of this issue was blowing off the gastrointestinal (GI) benefit of Vioxx because only 53 serious GI events had occurred in the VIGOR trial.

The inexplicably favorable treatment of Vioxx in this second article made me wonder if either of its two authors had financial ties to Merck. I wasn’t surprised when I read the fine print: Both did. But I was puzzled because at the time, the NEJM had a clear policy that authors of review articles and editorials were expected not to “have any financial interest” in the companies that made the products discussed. That the NEJM editors changed this policy in June 2002 to allow such conflicts of interest does not minimize their wanton disregard of their own rules in 2001.

The data presented in the review article showed that the authors had access to more VIGOR data than had been published in the 2000 NEJM article. I tried and failed to find the source of their information. But just two weeks later, an article in the Journal of the American Medical Association (JAMA) reported even more of the VIGOR data; it showed that the risk of suffering a cardiovascular event was 2.38 times greater with Vioxx than with naproxen. I pasted the web address from footnote 20 of the JAMA article into a web browser and was suddenly looking at the FDA’s assessment of the data Merck had submitted from the VIGOR study.

As I read through the FDA reports dated February 2001, it became patently clear that the NEJM articles’ assurances about the safety of Vioxx were based on three brazenly misleading claims. First, the authors simply omitted three heart attacks that occurred in people treated with Vioxx. They cooked the books, lowering the number just enough to avoid a statistical threshold that would have shown that, aspirin or no aspirin, Vioxx was triggering heart attacks.* Second, the original NEJM article reported heart attacks alone, rather than all cardiovascular events (heart attacks, strokes, and blood clots); if it had included all cardiovascular events, as called for in the study protocol, it would have shown a more than double (and statistically significant) increase in cardiovascular risk associated with Vioxx. And in a third, equally audacious breach of scientific integrity, both NEJM articles simply failed to report that people treated with Vioxx developed 21 percent more serious illnesses than those treated with naproxen. In other words, the overarching finding from the VIGOR study was that Vioxx was significantly more dangerous than naproxen and provided no better pain relief.

A fundamental principle drummed into me during my medical training was that a doctor’s practice should be guided by the findings of high-quality studies published in peer-reviewed medical journals, but I suddenly understood that at least some information in the NEJM could not be trusted. Now I wondered if this was also true for other journals. I returned to the FDA website, searching for the data behind an article I’d read in the Washington Post. The newspaper had reported that a JAMA article claiming to show that Celebrex caused fewer serious GI complications than older over-the-counter anti-inflammatory drugs was also based on a misrepresentation. It turned out the JAMA article had relied on only six months of data from the large Pfizer-sponsored Celecoxib Long-Term Arthritis Safety Study (CLASS). However, CLASS was a twelve-month study. At the end of twelve months, patients who took Celebrex did not have significantly fewer serious GI complications than those who took older anti-inflammatory drugs.

The two most trusted medical journals in the United States had published incorrect, manufacturer-biased reports about major drugs. The FDA knew that both articles had misrepresented the data but did not correct the misleading information.

I was stunned.

THE NEJM WAS PART OF THE PROBLEM

A Seattle pharmacist, Jennifer Hrachovec, PharmD, had found the FDA data about Vioxx and the VIGOR trial at least two months before I did. She and a physician colleague submitted a letter to the NEJM in June 2001 pointing out that the journal’s report had not included all the heart attacks that occurred among people treated with Vioxx, and thus the published results made Vioxx look less dangerous than it really was. The NEJM responded that space was limited and did not publish the letter.

Two months later, in August 2001, Dr. Hrachovec called in to a radio show on which Dr. Jeffrey M. Drazen, the editor in chief of NEJM, was a guest. According to the Wall Street Journal, Dr. Hrachovec “begged” Dr. Drazen to update the article: “My concern is that doctors are still using [Vioxx] and exposing their patients to higher risks of heart problems and they just don’t even know that that’s the case.” (Remember, this was three years before Stacey Palmer died.) Dr. Drazen responded dismissively, “We can’t be in the business of policing every bit of data we put out.” Indeed, as we will see, the NEJM was not in that business.

On September 17, 2001, one month after Dr. Hrachovec’s call to the radio show, the FDA sent an official warning letter to Merck, stating the company’s marketing of Vioxx minimized “the potentially serious cardiovascular findings” observed in the VIGOR trial and was “false, lacking in fair balance, or otherwise misleading.” In uncharacteristically forthright language, the FDA letter called a Merck press release that claimed Vioxx had a favorable cardiovascular safety profile “simply incomprehensible given the rate of [heart attacks] and serious cardiovascular events compared to naproxen.” Finally, based on “the fact that your violative promotion of Vioxx has continued despite our prior written notification,” the FDA demanded Merck “immediately [cease] all violative promotional activities and dissemination of violative promotional materials for Vioxx.” Strong words from the FDA. The letter received some coverage in the press and was available on the FDA website (if you knew where to look). But still, this critically important information did not come from a source that doctors considered more reliable than their medical journals, and an FDA official later testified to the Senate that the FDA did not do enough to make sure doctors understood the cardiovascular risk of Vioxx.

Even though the FDA officials grasped the seriousness of this problem, they left a loophole big enough to drive tens of thousands of funeral processions through: They did not stop Merck from continuing to purchase hundreds of thousands of reprints of the incomplete and falsely reassuring NEJM article and hand them out to doctors. These reprints repeated the very same marketing claims that the FDA warning letter had expressly forbidden Merck to make, but the company let the NEJM get paid to do the talking. And the NEJM was apparently happy to do so, selling more than 929,000 reprints of its misleading article (mostly to Merck) — far more than enough to give one to every prescription-writing doctor in the United States — and bringing between $697,000 and $836,000 into the journal’s coffers.

When Vioxx was pulled off the market in 2004, it was the biggest drug recall in history. Twenty-five million Americans had taken the drug during the previous five years. Patients were finally told that the drug that had been relieving their aches and pains (although, according to Merck’s own clinical trials, no more effectively than older, far less expensive anti-inflammatory drugs) was more than doubling their risk of heart attack and stroke. And just eighteen days earlier, Stacey Palmer had died.

HARVARD MEDICAL STUDENTS WANTED THE TRUTH; IT WAS NOT AVAILABLE FROM THE NEJM

Soon after Merck rocked the medical world with its abrupt withdrawal of Vioxx, a group of Harvard Medical School students invited me to give a lunchtime lecture explaining what had happened. By the time Professor Byron Good, chair of the Department of Social Medicine, called the room to order, it was packed. (Free lunch may have helped.) People were sitting on the floor and standing against the wall at the back of the room.

I began by reviewing the elegant science behind the COX-2 hypothesis. Older anti-inflammatory drugs such as ibuprofen and naproxen work by suppressing what was thought to be a single enzyme, cyclooxygenase (COX), which catalyzes a cascade of events leading to inflammation. These drugs are quite effective at reducing pain and inflammation but have the unfortunate tendency to cause stomach symptoms and, occasionally, serious GI complications like bleeding or perforated ulcers.

In the early 1990s, scientists discovered there were two different forms of cyclooxygenase. COX-1 protects the lining of the stomach; COX-2 leads to the inflammatory response. Ibuprofen and naproxen are called “nonselective” because they block both forms of cyclooxygenase. Vioxx and Celebrex selectively block primarily the COX-2 enzyme, and the hope was that they could decrease inflammation and pain without causing as many serious stomach problems.

However, human biology is rarely that simple. It turns out that COX-1 also makes platelets stickier, which increases the risk of developing blood clots. COX-2 exerts the opposite effect — it opens blood vessels and makes platelets less prone to clump together, thus decreasing the likelihood of developing blood clots. So, while selective COX-2 inhibitors were theoretically gentler on the stomach, they reduced the clot-inhibiting activity of COX-2 without reducing the clot-promoting activity of COX-1, thereby increasing the risk of heart attack, stroke, and peripheral blood clots.

I then showed the students excerpts from a Wall Street Journal article headlined “E-Mails Suggest Merck Knew Vioxx’s Dangers at Early Stage.” Internal Merck e-mails from as early as 1996 show Merck was aware that allowing people in a Vioxx clinical trial to take low-dose aspirin could mask the drug’s hoped-for GI benefit, but not allowing aspirin could increase the likelihood of cardiovascular events. In 1997 Merck’s vice president for clinical research (and an author of the VIGOR study manuscript) suggested that a way out of this bind was to exclude people from the VIGOR study if they had a history of cardiovascular disease and thereby eliminate people who were taking low-dose aspirin. And this is exactly how the VIGOR trial was designed.

I presented slides from the FDA review of the VIGOR study, showing Vioxx more than doubled the risk of heart attack, stroke, and blood clots and was significantly more dangerous overall than naproxen. Then I posed the key question: If Merck’s data showed Vioxx was more dangerous and no better for pain than far less expensive over-the-counter drugs, why had so many doctors prescribed it? At this point I showed my audience the falsely reassuring findings of the VIGOR study and the review article on Vioxx and Celebrex published in the NEJM. Good doctors, after all, try to practice evidence-based medicine, and they expect what they read in peer-reviewed medical journals to provide exactly that.

I finished my talk by summarizing an article published in The Lancet the previous week by Dr. David Graham of the FDA and others. The authors estimated that Vioxx was responsible for between 88,000 and 140,000 heart attacks during its five years on the U.S. market. This meant 40,000 to 60,000 Americans died as a result of taking Vioxx, roughly the number of American soldiers who died in the Vietnam War.

AN ATTEMPT AT INTIMIDATION

A couple of weeks later, the Harvard medical students invited me back, this time to discuss the 2004 update to the guidelines for prescribing statins (to be discussed in chapter 3). We were meeting in that same horseshoe-shaped room; a few minutes before Professor Good introduced me, I noticed two older gentlemen sitting unobtrusively in the back left corner. I approached them, introduced myself, and asked what brought them there. They identified themselves as Gregory Curfman, the executive editor, and Stephen Morrisey, the managing editor, of the New England Journal of Medicine.

Under normal circumstances I would have been honored by the attendance of two NEJM editors. But following so closely upon my previous talk, their presence made me apprehensive. I knew that the journal was still not being forthright about the increased cardiovascular risk associated with Vioxx in the VIGOR trial. And the presence of the NEJM editors at my second lunchtime lecture was likely an indication of their concern about my willingness to openly discuss the extent to which they were not being forthright.

A few weeks after my second talk, my phone rang; the caller ID read NEJM. The caller identified herself as editor in chief Dr. Jeffrey Drazen’s administrative assistant and informed me she was aware I would be completing a lecture to a Harvard Medical School–sponsored Continuing Medical Education program at 11 a.m. on Wednesday, March 23, 2005. She then announced I was to be at Dr. Drazen’s office immediately following the lecture. Taken aback, I responded a bit tartly, saying the attendees usually wanted to continue the discussion, so the earliest I could be there was 11:30. That was acceptable, she said.

After hanging up the phone, I didn’t know whether to feel complimented or intimidated — or both. Jeff Drazen was one of the most prestigious and powerful doctors in the world. I wondered if he was going to suggest that I write a piece for the journal describing the hazards of Vioxx that had not been fully or accurately reported in its November 2000 article; perhaps he might even offer me the opportunity to write critical pieces periodically.

On the appointed day, after delivering the lecture and chatting with attendees, I walked across the medical school campus to the NEJM’s offices on the top floor of the Countway Library. Upon arrival, I was quickly ushered into Dr. Drazen’s large office, which was tastefully decorated with cultural artifacts presumably from his travels. We shook hands and sat down at a circular table. Dr. Drazen began by telling me that he was feeling jet-lagged, having just returned from a trip to China. We chatted briefly about the growing need for current medical information there. Then, practically in midsentence, Dr. Drazen cut to the chase: “How do you think I feel when I am making hospital rounds with medical students, and they tell me you are criticizing the New England Journal in your lectures?” Since I wasn’t absolutely sure how he felt (though it didn’t look good), I didn’t answer.

I was, however, guilty as charged. I had thought, evidently naively, that the fundamental purpose of academic institutions was to seek the truth. So I was gobsmacked by what seemed to be Dr. Drazen’s position: that I should not have explained to medical students how the NEJM articles differed from Merck’s own VIGOR study data; that the NEJM did not have an obligation to its physician readers to correct any misinformation reported in its pages; and (by implication) that the Veritas on the Harvard University shield actually meant that truth was conditional and subject to commercial considerations.

I tried to engage Dr. Drazen in a discussion about the difference between the data Merck had submitted to the FDA and the two NEJM articles about Vioxx. He seemed more concerned about my public criticism of the articles than about what the data really showed. Dr. Drazen then asked me another question: “If you were so upset, why didn’t you write a letter to the editor?”

“Funny you should mention that,” I responded, “because I recently wrote a letter to the NEJM about an article that advocated more widespread use of the test for C-reactive protein, and you didn’t publish it.”

Dr. Drazen replied, “We don’t have enough room to publish all of the letters we receive.”

“I understand,” I said, “but you didn’t publish any letters about that article.” In addition, I hadn’t found the FDA data showing the NEJM article was incomplete and misleading until August 2001 (when the JAMA article pointed me to the FDA reports), about six months after the period for which letters regarding the VIGOR article would have been considered.

Our conversation continued but did not progress. He wouldn’t budge from his defense of the authority and reputation of the NEJM, and I was adamant the journal had a responsibility to correct the errors about Vioxx as soon as it became aware of them. Although I am not a mind reader, it felt to me like Dr. Drazen was attempting to use his power and position to bully me out of publicly criticizing the NEJM’s handling of its misleading articles that minimized the cardiovascular and overall risk of Vioxx. I realized it was time to stop our useless back-and-forth. My parting words to Dr. Drazen were presumptuous: “History will not treat you well.”

So far, I have been wrong.

A month after my meeting with Dr. Drazen, Professor Jerry Avorn and I shared the podium for a Cabot Lecture* at Harvard Medical School. The lecture had an unwieldy title: “Vioxx, Bextra, and the Erosion of Trust in Drug Regulation and Our Clinical Knowledge.” The lecture was in the Cannon Room, an amphitheater built in 1906 whose interior surely hadn’t been updated since.

Professor Avorn spoke first, addressing the science of the selective COX-2 inhibitor arthritis drugs and the process of new drug evaluation. While Jerry was speaking, I scanned the audience and noticed that the two NEJM editors, Drs. Curfman and Morrisey, were once again sitting high up in the last row on the extreme left. This time, I assumed their purpose was either to intimidate me into tempering my comments about the NEJM’s role in the Vioxx disaster or to act as a real-time “truth squad.” As Jerry was finishing, I was unsure if or how I should acknowledge the editors’ presence.

I made my way to the podium still undecided. When I opened my mouth to speak, instead of my intended remarks, out came “I am going to talk about the erosion of trust in our clinical knowledge and in particular the role the NEJM played in the Vioxx debacle.” Then, looking up into that dark corner of the amphitheater, I continued, “And we are fortunate to have two editors from the NEJM here. So if I say anything that is not correct, they can set the record straight.” The thinly veiled intensity of my comment created an awkward moment.

I presented a shortened version of the lunchtime lecture I had given two months earlier, making no changes to avoid potential repercussions from my two guests in the back row. As I spoke, I sneaked an occasional look at them. They maintained a stolid silence, offering neither comment nor correction. (Only later did I consider that they might have been there to better understand my critique of the NEJM articles.)

THE NEJM ISSUES AN “EXPRESSION OF CONCERN”

On December 8, 2005, seemingly out of the blue and more than five years after its publication of the VIGOR trial results, the NEJM issued an Expression of Concern (EOC) — one step short of a correction — regarding the article. Omission of three heart attacks in the original article, the EOC asserted, had allowed the authors to understate the increased risk of heart attack associated with Vioxx. Well and good, but why would the NEJM correct the record (or, more accurately, “express concern”) when Vioxx had already been off the market for more than a year?

The answer surfaced six months later, reported in detail in the same Wall Street Journal article that discussed the conversation between the Seattle pharmacist and Dr. Drazen. As it turned out, Merck was being sued in Houston’s federal district court by the family of fifty-three-year-old Richard “Dickey” Irvin, who died from a heart attack after taking Vioxx. The true purpose of the EOC (and the reason for its timing) was revealed in a series of internal NEJM e-mails obtained by the newspaper. The first e-mail, written by an NEJM editor to the staff on December 7, the night before the EOC was issued, stated unabashedly: “The reason [for the EOC] is that tomorrow’s testimony in the [Irvin] Vioxx trial may involve part of a deposition that Greg gave.” “Greg” was Dr. Gregory Curfman, one of the two NEJM editors who had attended the two lectures described above; he had been deposed in November 2005 for the Irvin trial. According to the Wall Street Journal, he had acknowledged in his videotaped deposition that “lax editing [on the part of the NEJM] might have helped the authors make misleading claims in the [VIGOR] article.”

NEJM public relations consultant Edward Cafasso e-mailed the NEJM editors later that night: “I believe that given what a public punching bag Merck has become, there is more than enough information and more than enough context in the statement to drive the media away from NEJM and toward the authors, Merck and plaintiff attorneys.” On December 9, the day after the NEJM’s Expression of Concern was issued — and covered by the press — Cafasso wrote again, “The story is playing out exceptionally well.”

To ensure that the story would continue to play out well, a list of talking points was e-mailed to NEJM editors on December 12, 2005. Among those points was one advising them to deny the Expression of Concern had anything to do with
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