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This book is dedicated to all the hard-working scientists, researchers, medical professionals, pharmacists, manufacturing engineers, and public health and policy experts who entered their professions with the goal of improving health, and who continue to dedicate their lives toward that mission.






FOREWORD

by Mark Cuban

Trust. It is at the heart of how all of us deal with pharmaceuticals and the companies that produce them.

We want to trust that these companies are making products that do what the label says it does. We want to trust that the companies which create the drugs we take properly educate the doctors that write our prescriptions. And we want to trust that when we get those drugs from our pharmacists they are priced fairly, even though all evidence suggests otherwise.

Examples of extreme pricing abound, including the nauseating exploits of the now jailed “Pharma Bro,” Martin Shkreli, who exploited unique features of the pharmaceutical industry to hike the prices of needed medicines by outrageous amounts simply because he could. Likewise, for out-of-patent and overpriced insulin and EpiPens. Overpricing has led to far too many of us not being able to afford our medications or resorting to rationing or having to choose between eating or acquiring the drugs we need to survive. It is no surprise that as a country we are outraged at how the pharmaceutical industry has violated our trust and put profits over the health and safety of their fellow citizens.

It is not that we all haven’t benefited from the many technological and scientific advancements in new drugs, vaccines, and therapies. We certainly have. We have seen diseases conquered and the quality and quantity of our lives improve and expand.

For most of recent history, these benefits were affordable and accessible, albeit sometimes with the help of government interventions, such as those that subsidize the costs of childhood vaccines or, at the other end of the spectrum, to help the elderly gain access to medicines via Medicare Part D. That is no longer the case.

The unanswered questions, or the questions that the pharmaceutical industry does it’s best to keep unanswered, are: “Why, despite all the technological advances and their resultant improved efficiencies and lower costs have the prices for drugs continued to skyrocket?” “Why, if the taxpayer-funded National Institute of Health research accounts for the basis of one third of medicines discovered in recent years, are those drugs unaffordably priced?”

In order to change the pricing of the pharmaceutical industry we have to get at the heart of why pricing is so outrageous. With funding from my foundation, Michael Kinch (from Centers for Research Innovation in Biotechnology at Washington University in St. Louis) and the team at the nonprofit 46brooklyn Research have exposed many issues. These are just a few of the questions The Price of Health tries to finally answer.

This is a must-read book for those who want to change the course of healthcare in our country.






INTRODUCTION

Think back ten, five, or even two years ago: What if we told you that a new, deadly viral disease was going to take over the world and kill 500,000 people within just six months and infect nearly ten million more around the globe? What if we told you that the virus would puzzle leading infectious disease experts and global public health officials because this virus would not behave like any other before it? And what if we told you that as the infection spread, the symptoms would mutate, becoming more varied and complicated? And what would you think if we told you that this disease would hit the United States worse than it would other parts of the world?1 The disease would create panic so systemic the government would shut down public life; businesses everywhere would be told to close and people restricted to their homes. Such actions would topple the economy, devastate Wall Street, and put strains on access to food and consumer goods. After months of isolation, grappling with the loss of jobs, school, and health insurance, tensions would flare, leading to riots and community outrage.

But wait, there’s more. What if, in the grips of all of this terror and crisis, you learned that as the dedicated scientists and researchers were rushing to find a cure, treatment, or vaccine, their bosses were working largely in secret with Wall Street and the government? And, despite the fact that American taxpayers would underwrite most of the costs of development and production, the government left decisions about pricing to the companies, who could charge prices thousands of times higher than their cost to manufacture it? This approach was part of a goal to charge as much as possible and maximize profits, even as pharma executives knew it would cost the lives of the poor and less fortunate, including any without insurance—even those who had lost their insurance when their jobs were eliminated due to the virus itself! What would you do if such a scenario occurred? Would you take to the streets in protest? Would you demand to know how much it cost to develop and make the drugs, which, by the way, were largely subsidized by your own tax dollars? Would you demand that everyone have equal access to this information and that everyone knew what the price was and that they would be charged the exact same price regardless which pharmacy, hospital, or doctor they went to? Would you hold those accountable who had profited unfairly off this healthcare crisis and enact transparency laws to prevent such things from ever happening again? Would you even believe this scenario could happen in the United States, or would you have chalked it up as the storyline for a new horror movie?

This is sadly not fiction, but a recitation of the COVID-19 pandemic that, in 2020, we are all enduring together. Through a very publicized process, the general public was exposed to the scientific and medical processes typically needed to obtain regulatory approvals for drugs and vaccines, albeit occurring at an accelerated basis. While not everyone appreciated the uncertainties of the scientific endeavor or latched onto the fine details, these products provided greater clarity and insight to many as to how drugs and vaccines are developed: who funds the work; where technology originates; and who conducts the actual research and testing. We also experienced a collective glimpse into the murky world of drug pricing, a process that in this instance, as with drugs developed on a regular basis, is purposefully hidden from view. A cynic will say that’s because those involved are maximizing personal wealth and not public health. But the truth is that the pricing question is more complicated than that, especially in the United States, whose citizens pay the highest prices for the same drugs used throughout the world. The process by which drugs are developed, manufactured, distributed, and priced in the United States is the very focus of this book, although we will look abroad for comparison purposes and potential ideas on how certain adjustments could benefit the American consumer without destroying the industry dedicated to advancing human healthcare. For instance, we will discuss a particularly creative experiment underway in Germany where legislation has been introduced to reward innovative new medicines that provide clear medical benefits, while controlling the prices of less innovative or nonbeneficial drugs.

While the COVID-19 pandemic has taken thousands of lives and had a dramatic worldwide impact, it may have provided us with the necessary learnings and insight and an opportunity to do something about the broken and imbalanced system that increasingly results in greater numbers of Americans not having access to lifesaving and life-enhancing cures, therapies, or vaccines due to our complicated and opaque pricing practices. Yet a theme that will resonate throughout this book is the concept that “sunshine is the best disinfectant.” The idea that greater transparency as to why the prices of medicines continue to rise will help initiate the conversations and actions needed to address this growing issue. But the opacity that blocks this sunlight does not have to be this way. Some countries, such as Australia, provide comprehensive information about the prices of new medicines, and their citizens pay a fraction of what Americans do and for the exact same medicines. Were such disparities more widely known, surely pressure would mount to address the fundamental lack of fairness that Americans face and pay for daily. In this book, we look to history and track how we got to this place. Remember, the COVID-19 pandemic was not the first time the world has experienced such worries. Forgotten are tales of smallpox, Spanish flu, polio, and many other nemeses. Likewise, the Second World War was the first American conflict in which the number of deaths attributable to infectious disease was lower than those caused by combat—a direct consequence of the development of vaccines for typhoid fever and other infectious agents.2 Contrast this outcome with the Civil War a half-century earlier, when boys from farms and cities around the nation cohabitated in tents; infectious disease spread by this close contact caused nearly five deaths for every horrific battlefield loss.

The culture of the late 1940s and 50s had the type of angst that revisited us in early 2020. Fascist powers may have been defeated on the battlefields of the European and the Pacific theaters, but a very different kind of enemy had not relented and would, without warning, strike home in a literal and debilitating sense. Polio is a disease of clean and modern societies.3 In unsanitary conditions, poliovirus infects children within their first year and, paradoxically, is often not particularly impactful. When exposure to the infectious agent is delayed until later in life, even by just a few years, infection can be devastating, leading to lifelong paralysis and death. As such, polio inspired considerable dread among parents in the mid-20th century.4 Rumors of a local outbreak were sufficient to cause social isolation or quarantine of entire regions, not unlike the scenes that characterized 2020.

In the early 1950s, a young scientist by the name of Jonas Salk developed a vaccine candidate to prevent polio. He managed to do so by killing viruses with chemicals.5 Funded heavily by the American government and the precursor to today’s March of Dimes, Salk’s work on the vaccine candidate was anxiously monitored by an expectant public. The announcement of promising results from an early clinical trial, conveyed in a live radio bulletin broadcast on all major stations and heard by millions in the United States alone, was sufficient to trigger church bells to be rung across the nation and, indeed, around the world.6 The eventual approval of this vaccine was so anticipated that photographs of long lines of children, waiting to be vaccinated, routinely accompanied the headlines of major newspapers.7

Given all this attention, it is perhaps not surprising that Salk broke the world’s record for the fastest development of a vaccine (a record pace that likely will be eclipsed by the more contemporary development of a vaccine against SARS-CoV2). The tireless clinical effort needed to identify an effective polio vaccine clocked in at just over four years of arduous work. Yet the same vaccine that served as the central hope for fearful parents would in an instant morph into a source of paralytic fear. In rushing the rollout of Salk’s vaccine, one particular manufacturing facility in California somehow blundered the production of the vaccine, failing to properly inactivate the virus.8 The results were disastrous. The bad batch of this much-anticipated vaccine was administered to at least 200,000 children and caused at least 40,000 to suffer symptoms of polio. Two hundred children would suffer lifelong paralysis and eleven would die. Salk’s many professional enemies pounced, forcing the replacement of Salk’s killed vaccine with a vaccine consisting of a weakened virus, which had been developed by his rival, Albert Sabin.

For contemporary society, the story of the Sabin and Salk vaccines not only serve as a model and warning about the risks in rushing to a COVID-19 vaccine, but it is remarkable for who paid for these vaccines. The research and development of both vaccines were largely underwritten by philanthropists and the American government.9 The vaccines cost pennies to make and even these costs were absorbed largely by federal resources. Indeed, a little-known fact is that the US federal government still pays for the majority of childhood or pandemic vaccines (including the billions of dollars funneled from the government to pharmaceutical industry coffers for a SARS-CoV2 vaccine).10

The idea of government-sponsored childhood vaccination contrasts sharply with the cost of vaccines that are administered to teens and adults. For example, the vaccine Gardasil was launched in 2006 to immunize teens and prevent them from being infected by human papillomavirus infection, a major cause of several types of cancer. Despite the incredible benefits arising from the elimination of cervical, anal, and many oral cancers, the rollout of the vaccine was met with protest when it was announced that it would retail with a hefty price tag of more than $400.11 Just over a decade later, the price of the HPV vaccine now commands nearly twice that amount.12 Other vaccines for adults are comparably expensive: a vial of the shingles vaccine will set you back a few hundred dollars and a boost of the measles, mumps, and rubella (MMR) vaccine for adults costs roughly the same.13 14 Depending upon insurance provider, consumers can expect to pay some or all of these comparatively high prices to obtain these vaccines, keeping in mind that insurance companies typically pass on increased drug pricing to their plan participants in the form of rising premiums.

Fast-forwarding to the recent crisis, the COVID-19 outbreak raised very real and important questions about how much a vaccine or a drug to treat or prevent the virus should cost and whether pricing might limit access. Indeed, in regard to the drugs that were being tested for use against COVID-19, such as remdesivir, the federal government announced that its developer alone (Gilead Sciences) should determine the price to be charged to consumers,15 even though the research on this drug was heavily underwritten using taxpayer dollars. Even more outrageously, Gilead attempted to exploit a law meant to incentivize the development of drugs to treat rare diseases, but public scorn shamed them into rescinding an exploit that would have made the companies millions more.16

Such questions about cost and access are not unique to COVID-19, but apply to vaccines and medicines writ large. The price of medicines in the United States has been climbing rapidly, particularly in the past few decades, compelling frequent news stories to abound of families unable to afford lifesaving medications.17 While politicians grumble that these medicines could derail an already-fragile public health infrastructure,18 the fundamental question that must be asked is, “How do we slow, stop, or reverse the rising costs of medicines?” A silver lining to the COVID-19 pandemic is that it may provide an opportunity to begin addressing this underlying problem. How, you may ask? By the very enormity and transparency of the carnage caused by the infection itself. The danger associated with COVID-19 was driven largely by the fact that it could inflict damage to all peoples and societies, regardless of their geography, ethnicity, or net worth. No one was immune in both a literal and figurative sense. It thus seemed possible, perhaps for the first time in years, that these universal fears might compel measured discussions about drug pricing and availability. Thus, we might finally be nearing the point where we can discuss such concerns openly and honestly.

It is regrettable that these conversations were necessarily sparked by the sheer terror and carnage, both human and economic, as COVID-19 quickly enveloped the world. Nonetheless, such conversations did and would continue. Yet, there is comparatively little unbiased reporting of how we arrived at the present situation, where medicines have become unaffordable, especially in the United States. Amid the accumulating deaths and health complications of the COVID pandemic in the summer of 2020, even President Trump and the GOP (which had a long-standing history opposing regulation of the pharmaceutical enterprise) introduced executive orders to reduce drug pricing in an attempt to make this a key issue in the 2020 election.

The coronavirus crisis provided further evidence of an antiscience bias that had been growing for years. Alternatives to conventional science in general, and the pharmaceutical industry in particular, abound, ranging from herbal supplements to the concept, advanced by the President himself, of injecting bleach and disinfectants, or somehow directing internal ultraviolet light into the body to combat the virus, all baseless and dangerous suggestions that were tragically attempted by some in the public. Trump’s suggestions gained momentum that lingered in public discourse for weeks when the story was picked up by the media. Some people condemned the comments, while others went to great lengths to defend them. Such extreme measures in part reflect widespread suspicions about conventional medicines and the individuals and organizations that develop them, a symptom of a growing pandemic of a different sort. Indeed, if one inquired about the most problematic infectious disease crisis in January 2020, they would be met with a response of measles or mumps, outcomes of the burgeoning antivaccine movement that was a subject of Between Hope and Fear, a book that one of us (Michael Kinch) published in 2018.19

In social media and even many mainstream news stories, biomedical and insurance companies are often portrayed as evil conspirators, intent upon wreaking havoc to line the pockets of the residents of their lush executive boardrooms. Such tales are an embellishment upon truly high profile villains, such as Martin Shkreli and Elizabeth Holmes. Another example, of course, is the disaster resulting from the overaggressive marketing of addictive opioids. As COVID was beginning its destructive rise, the CEO of one of the major malefactors, John Kapoor of Insys, was sentenced in early 2020 to a sixty-six-month prison term.20 However, a malevolent characterization of the healthcare sector as populated with rapacious vermin is an inaccurate oversimplification.

We will show that the truth is much more complex and interesting. A theme that runs throughout this book is that the dysfunctional system that continually pushes up the price of medicines is the unintended consequence of an arrangement that evolved, paradoxically, to ensure that medicines are safe, effective, widely available, and affordable. Appreciating this fact requires an objective assessment of the history that led to our present situation. Such understanding is crucial at this particular point in time, not merely because of the COVID-19 disaster, but because it seems inevitable that questions about drug pricing and accessibility will remain a crucial issue facing the winners of the 2020 American elections. Healthcare costs have been rising disproportionately in the United States and the deficits and budgetary constraints that will inevitably follow the unprecedented outlay of federal monies to stabilize the economy in 2020 will create a key reckoning. All people, including and perhaps especially politicians, are more scared, motivated, pliable, and frankly discombobulated than they have been at any time since the end of the Second World War. Healthcare, and how to pay for it, will remain at the top of the agenda for years to come.

This combination of fear along with calls for action are likely to propel much-needed conversations about drug pricing and affordability. Just as the Spanish influenza of a century ago ended the First World War, the COVID-19 pandemic of the 20th century holds the potential to be the coup de grâce to end a malaise long-suffered by the American consumer: the ever-escalating prices of medicines.






CHAPTER ONE The Law of Unintended Consequences [image: ]


The price of medicines has been increasing at a disturbing rate, triggering alarmed responses by American consumers. Stories abound of people skipping vital medicines, not because they do not work or cause unwanted side effects, but simply because the high prices of vital medicines would preclude other expenses, such as food or shelter. In response some consumers routinely embark upon a relatively new form of travel known as “medical tourism.” An example came to the fore early in the 2020 presidential election campaign, when then-candidate Bernie Sanders accompanied a busload of diabetic American passengers on a day trip to Canada, a destination chosen because the price of insulin for our northern neighbors is far less expensive than in the United States.1

The concept of medical tourism was not new to the Vermont senator, as he had similarly joined a busload of breast cancer survivors on a 1999 shopping trip across the northern border to access affordable oncology drugs. And Sanders was not the only one venturing on such journeys. According to the Kaiser Family Foundation, more than nineteen million Americans (8 percent of the population) similarly import medicines using full-fledged medical tourism, mail-order prescriptions, and internet orders.2

Most Americans do not view Canada as a particularly foreign country. We largely share the same lifestyle and culture. The difference in drug prices cannot be accounted for by the difference of the two nations’ currency value. The American and Canadian currencies remain relatively locked together, distinguished primarily by changes in the price of oil. Yet, Americans pay far more for drugs than Canadians.

These higher prices are taking a dire toll on the health of the United States. Fully one in five American consumers admits to having skipped vital medications simply because they cost too much.3 This statistic is nearly twice the rate reported by Canadians. Looking further afield, the rate of American avoidance of medicines due to cost is ten times higher than that experienced in the United Kingdom.4

The Greedy, Needy American

A commonly held misperception is that American spending on medicines reflects the fact that Americans simply take more medicines. This presumption is an extension of the international stereotype of the overindulged and overweight American, impatient for quick solutions and willing to pop a pill for anything.5

Americans are rather unique in one way (with the exception of New Zealand) in that we are constantly bombarded with a flurry of drug advertisements. It seems impossible to recall a time before the countless television commercials portraying smiling, happy people presumably made that way by the miraculous remedies being pitched.

Given the media saturation of advertisement, along with the fast-talking announcers legally required to convey the potential risks of the product, it may come as a surprise to learn that Americans do not consume any more medicines than our international peers.6 This fact might even serve as an indictment of the advertising industry because one would presume an efficient use of this media, given the billions of dollars spent, would at least increase the number of doses sold. Instead, we contend that advertisement costs have primarily served as contributing factors to the ever-escalating prices of medicines.

Stated simply, the higher spending per capita of the American consumer on medicine reflects nothing other than the higher costs that we pay for each pill, injection, or infusion we receive.

Interestingly, the elevated rates of American consumer spending are a relatively recent phenomenon. As recently as the mid-1990s, the average costs paid by Americans for medicines were in a middling position as compared with other developed-world nations.7 This all began to change with the approach of the new millennium, when the pace of price increases far surpassed those paid by our international colleagues. These differences have continued to accelerate ever since, creating an unwanted form of American exceptionalism.

The Rise of the Pharmaceutical Enterprise

The causes for the excessive prices Americans pay for medicine are the subject of this book. The problem of high drug prices is in part a consequence of increasing complexity of both the scientific and business strategies used to develop, distribute, and market new medicines. Moreover, we will observe that the prices also reflect a unique perversion of general capitalistic tendencies.

The “pharmaceutical enterprise” has been metastasizing in both the number of industries involved as well as the number of individual companies in each industry. The overall enterprise has increasingly fractured in terms of the activities performed (discovery of new medicines is often distinct from their early or later-stage clinical development, manufacturing, distribution, and payment for the resulting products). The new industries that have joined the broader enterprise have often focused specifically on key aspects of the drug development and delivery process with the initial intent to reduce costs. Yet, over time each industry has undergone their own remodeling, as evidenced by waves of consolidation. The result has been an increase in expenses and a decrease in the efficiency of overall drug development and distribution, thereby contributing to rising costs. Unsurprisingly, each new company and industry that has been created seeks to optimize its own profitability. Thus, an already complex system, needed to apply cutting-edge science to derive and deliver new medicines, has spawned waves of entirely new industries and organizations, each of which seeks to maximize its revenues. All of this costs money, which we collectively refer to as “the price of health.”

Let us be clear, we are not advocating against a free market. Indeed, an emphasis upon a free market has historically distinguished the United States from many of its international peers, allowing the nation to prosper and become the world’s leading economic, military, and, yes, biopharmaceutical power. Yet these same positive characteristics have been twisted to create the morass of drug pricing that the United States faces today.

We will see that American dominance is not limited merely to geopolitical or economic hegemony, but extends to scientific and entrepreneurial prowess as well. Since the conclusion of the Second World War, a disproportionate number of new medical breakthroughs have resulted from research and development activities conducted at American universities and corporations alike. As we will see, the knowledge gained has been capitalized by both old and new industries, domestic and international companies. The outcomes of this tireless work have included the introduction of waves of extraordinary new medicines to prevent or treat a variety of maladies that had plagued humankind from time immemorial.

Long gone are the days that parents dreaded the coming of summertime and the inevitable accompaniment of polio or winter and the inevitable risks for influenza and pneumonia. And prior to COVID-19, many other infectious diseases had been dismissed as relics only important for the writers of history books. Moreover, as emphasized in The End of the Beginning (which Michael published in 2019), promising recent advancements suggest that cancer likewise could be considered a manageable illness within our lifetime. Many challenges remain, but even in the face of COVID-19, it has never been a better time to be sick, old, or both. Yet, it increasingly helps to be wealthy if one wants to gain access to these new miracle drugs.

The same mainstays of the American experience that helped propel the biopharmaceutical industry to greatness unintentionally contributed to unsustainable increases in the price of health. These rising costs now pose threats to both the American consumer and the entire healthcare infrastructure. We are rapidly approaching a point where both the cost to develop drugs as well as the ability of consumers to afford it may prevent new medicines from being effectively developed or distributed. Such an outcome would be disastrous at any time, but is particularly relevant given that the nation’s (and indeed the entire planet’s) population continues to get older and fatter, arguably the two greatest risk factors for chronic disease. Moreover, the COVID-19 pandemic is a reminder that infectious diseases are still with us and can and will periodically revisit us and with devastating consequences.

In planning this book, the authors centered upon the fundamental question of why the prices of medicines have bloated so disproportionately over the past few years. We both have a long history in a biotechnology industry. We love and respect this industry, where our work has allowed us to contribute to the development and introduction of new products that have fundamentally improved the quality and quantity of life. Yet, both of us were increasingly troubled and frankly confused by the fact that the prices of these innovations have been escalating so rapidly, particularly in the United States. Though neither of us have a background in economics, we presumed the widespread importance of the subject would offer many resources that would reveal the causes responsible for rising prices. If needed, we believed it would be comparatively simple to draw upon a limitless collection of academic studies of the field.

Despite the fact there is no lack of popular opinion on the subject, relatively few objective resources could help explain the phenomenon of drug pricing, much less how this system evolved. Worse still, the manifold enterprises, indeed entire industries, that are responsible for the discovery, development, distribution, and payment for drugs have remained frustratingly opaque. This lack of transparency was the indirect result of an evolution in how new medicines are discovered, developed, and distributed.

We were surprised to find that each step of the process, from early concepts through marketing and distribution, has fractured into a complexity of layered systems, many of which are comparatively new and all of which are designed to maximize profit margins. Moreover, we learned that most of these layers were originally created in an attempt to increase efficiency and restrain prices. Although the word is frequently misused, we can sincerely invoke the term “irony” to reflect the fact that our contemporary and highly troubled system for delivering medicines involves a complex series of private sector and governmental initiatives meant to increase the efficiencies of delivering safe and effective medicines to the American public.

Layer upon layer of new initiatives ultimately created a dense meshwork that has confounded reform and limited accountability. This complexity has rendered an outcome in which each element of a convoluted system (i.e., investors, regulators, biotechnology upstarts, established pharmaceutical companies, pharmacies, insurers) can individually and, with a straight face, profess their powerlessness in bringing down costs. The results of this complexity strangely facilitated an absence of accountability and, as we will see, has allowed many embattled corporate executives to point their fingers at others (with a presumed wink and a nod). Yet, each member of this circular firing squad is loaded with blanks (hence the winks) as they know that the complexity is so intense that it will confound even the largest investor, regulator, and consumer of medicines: the American government and by proxy, the American public writ large. We will see that the federal bureaucracy functions in many roles. It is the primary organization responsible for the discovery, regulation, and payment of medicines, and yet is mostly hamstrung by constraints of its own making.

Modern-Day Simon Bar Sinisters?

As Americans and as humans, we naturally seek a simple answer to this crisis and to punish the evil-doers. Indeed, there has been no lack of suitable candidates. The headlines of the past few years have been filled with high-profile villains straight out of central casting. Malevolent actors abound, such as Martin Shkreli, the ever-smirking and self-ascribed “pharma bro” (who raised the price of one drug by fifty-six times), Elizabeth Holmes (the con-artist founder of Theranos, a smoke-and-mirrors medical diagnostics company that bilked its investors out of billions), and Heather Bresch (CEO of Mylan and daughter of a prominent senator, who used her connections to create the perception of an expanded market need for the EpiPen and then escalated the costs of a hundred-year-old drug to absurd levels). Although each of these characters is quite colorful, they have been thoroughly covered by investigative journalists and federal prosecutors. Although we might reflect at times upon exploits, it is not our purpose to retell these lurid tales or to overemphasize the behaviors, bad or good, of any particular individuals, organizations, or even industries.

Quite the opposite. In each case, actions taken to improve the efficiency were invariably despoiled. In particular, we will witness the steady accumulation of new industries, mouths that need to be fed and composed of companies seeking to maximize profits. The added complexity contributed to a consistent subterfuge enabled by the progressively increasing opacity. Indeed, the actions and transparency of the legal drug trade might easily be confused with its illicit counterparts.

To put this into perspective, it is useful to contrast two different types of medicines, a recurring theme throughout this book. When we purchase an over-the-counter drug at a neighborhood grocery store or pharmacy, there are usually three major organizations involved in the transaction: the consumer, the retailer (i.e., the store from which you buy the medicine), and the manufacturer (the pharmaceutical company that made and marketed the medicine).

For a medicine requiring a doctor’s prescription, these same entities are often joined by many others. First, the drug was likely discovered by one or more academic organizations and/or biotechnology companies. These entities usually participate in the early stages of the product’s development, each of which seeks to be rewarded in some fashion, typically with generous royalties for their groundbreaking activities. These biotech companies are invariably backed by venture capital funds, which invest millions of dollars often over a long time frame with the intent of maximizing the returns of their investment. Second, a large pharmaceutical company will most likely have acquired the product at some point to complete its development and regulatory approval before manufacturing it at large scale for distribution. Most of the pharmaceutical companies are publicly traded, which means they are owned by investors who demand a regular healthy return on their invested dollars. Add to this complex group of characters your insurance company, your doctor, the pharmacy where you pick up your drug, and an organization known as a pharmacy benefits manager. With this laundry list of players involved in getting you your drug, is it any wonder why things are so complicated? The most disturbing fact of this entire process is that the medicine you end up with is not determined by you, your doctor, or even your insurer, but by backroom, complex deals cut between these various entities all under the pretense of keeping prices down. We will evaluate each of these layers and find they all seek to maximize profitability. In aggregate, these many layers of added complexity contribute to the rising costs of a prescription. Worse still, the manifold layers can and do allow each to blame the other layer for rising prices.

How Did We Get Here?

How and why did such a system evolve?

Escalating prices have become so familiar to modern consumers that many of us simply accept them as a sad fact of life. Yet, the same trends that are merely irritating to a lucky and wealthy few have proven devastating to those with fewer resources. We are all aware that the impact of rising drug costs has destroyed many family budgets and could soon overwhelm our nation’s collective public health and economic well-being.

Beyond the individual tragedies suffered as a result of improper treatment, escalating rates of omitting certain medicines can convey dire consequences well beyond the borders of our nation. For example, it is quite well established that even seemingly minor interruptions in the treatment of certain infectious diseases, such as the pathogen responsible for AIDS, provide an opportunity for the virus to adapt in a manner that renders it resistant to further treatment. Similar outcomes can arise in cancer patients. These two particular exemplars are relevant to our story, as HIV/AIDS and cancer are among the most prominent examples of disease management suffering from the consequences of high treatment costs.

Although the overall structure of the system is exceedingly complex and impervious, the individual components of this complex enterprise can be easily understood. Surprisingly, it seems many of these components were created in an effort to help the American consumer; to protect the safety and efficacy of medicines, as well as to rein in costs. Yet the law of unintended consequences has always predominated.

It is crucial to reiterate that the story you are about to embark upon is one composed mostly of well-intended and noble individuals, organizations, and industries, each contributing to the formation of structures meant to improve the quality and quantity of life. (It is the belief of the authors that the Martin Shkrelis of the world are red herrings, as abhorrent as they are.) All too often, however, systems created to do good have become distorted or been manipulated in ways that have often been contradictory to the original motivations of their creators.

Among the unintended consequences we will encounter is evidence that even the most principled measures, such as the creation of incentives to address rare diseases, have instead been twisted and exploited in a manner that has dramatically escalated the prices charged for medicines, new and old. Likewise, an intent to inform consumers of the opportunities for less expensive competitor products gave rise to ceaseless pharmaceutical advertising, creating a situation where many companies now spend more money on television advertisements than for research and development. Even incentives meant to increase generic medicines as competition for branded drugs have had a boomerang effect. Approaches to increase competition among generic drug manufacturers to drive down the costs of medicines instead enabled multi-thousand percent increases in the price of these medicines and worse still, they spawned shortages in vital pediatric oncology medicines. Another unintended consequence arose with the creation of an entirely new industry, pharmacy benefit managers (PBMs), in an attempt to control rising drug prices. Yet PBMs are today often regarded to be the largest single contributor to rising drug prices today (especially by their pharmaceutical industry counterparts).

We will see that individual components of the health enterprise interact and have metastasized in ways that were both unexpected and, in retrospect, inevitable. The resulting system became so convoluted that original intentions have given way to perverted and opaque systems that have themselves been manipulated to provide plausible deniability for the rising price of drugs. We now face a troubling future where the many parts of the healthcare enterprise control life-or-death decisions, both for individual American consumers and the overall American economy, where healthcare spending captures nearly one in five dollars of the nation’s gross domestic product.8 At the same time, the system itself is teetering and could soon tumble, either as a result of hasty political moves by canny legislators or, more likely, by benign neglect. Either way, the coming disruption could be cataclysmic, by disrupting access to new and existing medicines and by curtailing our ability to introduce new medicines.

With this in mind, we will begin our story by conveying how the increasing complexity of the American system for drug discovery and distribution evolved, a process that in many ways parallels the rise and evolution of the United States as a nation.






CHAPTER TWO A History of Medicine Men (and Women) [image: ]


The rationale for this book is a presumption that understanding how and why systems evolved to their contemporary forms can inform their future improvement. In this chapter, we seek to understand why the distribution of medicines through modern-day pharmacies (whether conventional brick and mortar, super chain, or online mail order) evolved to their current state as this knowledge will later help explain how this system contributes to rising costs.

The story of medicines is far older than written history. Recommendations to “eat this, not that” were passed along in oral form from generation to generation and it was essential to convey clear advice, lest a selection of the wrong plant or its improper preparation transform a remedy into a lethal toxin. In this spirit, it seems obvious that some of the oldest papyri, dating back nearly four millennia and preserved by dry desert air, are ancient Egyptian instruction manuals for the preparation of medicinal cures. The oldest, the Kahun Papyri, is a four-millennia-old text describing treatment for women’s health, gynecological disease, and contraception.1 Other papyri addressed a variety of ailments, ranging from everyday aches and pains to diabetes and eye diseases.

As civilizations expanded their worldly knowledge and ventured forth geographically, more and more plants (and occasionally animals and medicinal clays) were encountered; the collective knowledge expanded to include ever more remedies. As the sheer amount of information grew, full-time specialists were required to keep track of, recommend, prepare, and dispense medicines, essentially creating the need for what we would refer to today as apothecaries (a precursor of pharmacists), as well as primary and specialty care physicians. Apothecaries expanded around the world, each shop generally focused on the herbs and other remedies arising from locally sourced plants and animals. Many continue to thrive, especially in tradition-based societies such as purveyors of Chinese medicines in modern-day Asia. Most of these have been replaced by pharmacies in Europe and the Americas, but this is a comparatively recent phenomenon. Looking back and depending upon the size of a village, there might be one or more of these specialists available to address the aches and pains of daily life. For the purposes of this story, we will focus upon apothecaries: the individuals responsible for creating and dispensing medicines.

Apothecaries generally learned their trade by observation, discussions with elders, and reading the few written texts that might be available. As the profession became more formalized, apprenticeships came into being, which allowed seasoned professionals to train a new generation of practitioners in the art of sourcing the right ingredients and preparing and combining them into various elixirs and cures. As the profession developed, these apprenticeships grew more stringent and generally required intensive training for at least seven or eight years before a trainee could strike out on his own.2 This long time period was necessary to allow apothecaries to transfer the key tools of the trade. Some of these tricks were what we would call trade secrets today, cherished confidences passed down orally from generation to generation (since writing these down might allow a secret recipe to fall into the hands of rivals; which also explains why texts were so rare). As the profession grew in prestige and importance, the apothecaries began to be regulated to prevent ancient hucksters from selling dangerous or ineffective products, a challenge that remains to the present day. Given these new and presumably unwanted constraints, the apothecaries began to organize (a response to regulation that we will see arising time and time again). The emergence of these guilds allowed apothecaries to share their expertise and experiences. For example, the Guild of Pepperers dates back to 1180 and was formed to create standards for spices sold in medieval England. It’s interesting to note that many early seasonings were not deployed for purposes of improving taste, but rather to prevent food spoilage and aid digestion.

The First Brain Drain

Apothecaries played a vital role in the community. David Thomson, the first apothecary documented in the New England colonies, arrived there in 1623, just three years after the Mayflower landed near Plymouth Rock. Life in the New World was harsh, and Thomson died a mere five years later at the advanced age of thirty-seven. Two years later, John Winthrop, the future first governor of the Massachusetts Colony, arrived as part of an eleven-ship fleet of Puritan immigrants, who departed the Isle of Wight in search of a “City upon a Hill.” This city was eventually founded in what is present-day Boston.

Winthrop was an amateur apothecary with a lifelong interest in medicinal herbs. As part of this side gig, Winthrop began importing herbs from Europe, but soon realized that he needed someone with more experience to help develop his business. After all, it was difficult to be both the primary drug dealer and titular leader of a burgeoning colony. Soon after his arrival, Winthrop attempted to recruit another Puritan, Robert Cooke, to establish an apothecary in Boston.

Cooke arrived in 1638, just ahead of another apothecary, John Johnstone, who immigrated from Scotland to the Swedish colony of Perth Amboy in modern-day New Jersey.3 It was a bit of an unstable time, as the Swedish colony had just been taken over by the Dutch and in rapid succession would be forcibly acquired by the British. Although Johnstone remained in business, Cooke was not destined to remain in the colonies, as the early death of his father (also an apothecary) compelled Cooke to return to Britain to take over his father’s business. By this time, Boston already had a second apothecary, William Davis, who would establish a more durable business in New England.

Trained in England, Davis did not have access to most of the native plants of his homeland and had to identify substitutes from plants native to New England. Thus, in these early days, Davis, like Winthrop before him, was compelled to dispense many medicines that had been prepared by fellow apothecaries in England. Such intershop trade was not particularly unusual, since an apothecary might intentionally make a larger batch of medicine than was required for his own use and then sell or barter the extra material to others in the profession. In this way, Davis was unknowingly helping pave the path for a new and more efficient industry that would ultimately render the apothecary profession utterly obsolete.

For most of the 18th century, most medicinal plants and their crude extracts were purchased from small distributors located in the United Kingdom, with the remainder grown and purified in the American colonies. A critical need for domestic sourcing arose with the break of the American colonies from the mother country. No less a historical figure than Benedict Arnold provides an example of the growing pains facing the nation. Arnold trained as an apothecary by apprenticing with a cousin. He set up shop in New Haven, Connecticut, before the war and would gain notoriety and later infamy for his valiant battlefield efforts and scurrilous defection, respectively.

British apothecary distributors, who had supplied colonial customers, were understandably concerned about working with the enemy. Of particular concern was that governments might accuse them of supplying their rebel customers with vital ingredients that would be used to heal the wounded, only to have them go and kill more British soldiers. Even after the American victory at Yorktown, the new nation’s infrastructure was creaky, with the American government frequently teetering on the edge of bankruptcy. Consequently, creditors remained understandably hesitant to accept the risks of lending money to the former colonies in a period of acute uncertainty as the new nation worked out how it would introduce its own currency and develop its trade policies. There was also, in effect, a prominent brain drain from Great Britain to the Americas. Benedict Arnold again provides an interesting example as he, like other loyalist and British-trained apothecaries, left the nation forever.


Planting the Seeds for a New Nation

The newly formed United States was thus compelled to emphasize domestic sources of medicines. One of the early actions by the individual states, and later the nation as a whole, was the creation of a pharmacopeia. This mouthful of a word is essentially a list in book form of all medicines utilized in a particular territory, the intended (and sometimes unexpected) medicinal effects of these drugs, and directions for their preparation and storage. Perhaps most importantly, these pharmacopeias conveyed an agreed-upon standard for concocting these medicines, acting as a sort of cookbook for new drugs and providing detailed descriptions of the final products. To create these standards, it was common practice to gather the apothecaries from around a territory and gain agreement, both as to the essential medicines used and the means for producing them and ensuring their quality. One might suspect these to have been tense exchanges at times since the field was characterized by secret recipes, proprietary approaches, and even disagreements about the definition of measures, including something as fundamental as a pound or ounce. The pound was not officially defined in the United States until 1893.4 Colonial pharmacopeias had been borrowing from Britain, but the newly independent states began to compile their own versions in the first years of the 19th century, with the first formally introduced by Massachusetts in 1808.5

Although the early American Federal government did not desire to control medicines at this early stage, the need for a national pharmacopeia was advocated by Samuel Latham Mitchill, a Long Island-born Quaker, who had earned a medical degree in Scotland. When he returned to New York, Mitchill served as a prominent physician and later represented the state in both the House of Representatives and Senate, advocating for medical causes.6 Given his background and status, Mitchill advocated for the creation of a national pharmacopeia. To help facilitate a positive outcome, he made the still-new Senate chambers (now known as the Old Senate Chamber) available for an invitation-only convention to be attended by an elite society of American physicians and apothecaries. Mitchill himself was elected president of the convention.

The day-to-day activities for this prestigious meeting would be organized and led by Lyman Spalding, a precocious physician with a knack for being in the right place at the right time. Spalding had helped found a school of medicine at Dartmouth in the same year that he himself had graduated from Harvard.7 Soon thereafter, Spalding began a correspondence with no less a personage than President Thomas Jefferson about the causes of disease and mortality in the early United States.8 Jefferson, a known data junkie, encouraged Spalding’s efforts, including his desire to compile a comprehensive document to convey all the legitimate remedies and medicinal plants discovered or utilized throughout the former colonies, a subject that aligned him with Mitchill.

On New Year’s Day 1820, Spalding arrived at the Senate chambers to join Mitchill amid one of the coldest winters Washington, DC, had experienced in almost a decade.9 Spalding arrived with an expectation of mingling with dozens of the nation’s top medical intelligentsia. To his dismay, he instead encountered five colleagues, who would later be joined by six additional arrivals that trickled in over the following days. Despite a disappointing turnout, Spalding’s small but focused team compiled all the different regional pharmacopeia from around the nation into a comprehensive pharmacopeia.

This was not an easy process, as much of the extant materials were based on hearsay or lacked solid experimental evidence (e.g., a demonstration that the treatment worked in people). Given these activities were taking place in what is considered “The Age of Reason,” the results were intended to be based upon facts rather than superstition. Consequently, many of the remedies to be compiled in the national pharmacopeia were debated, sometimes quite fiercely. Indeed, the arguments often became sufficiently hot to require Mitchill’s smooth touch, which had been developed by surviving years of congressional rancor. By the end of just a week, the convention had, in the mind of Mitchill at least, completed its work and would appoint a five-person commission, led again by Spalding, to polish and publish the findings. This commission would then identify printers for the publication of a book by the end of the year. In reality, the undertaking was far from simple polishing and required full-time effort and debate for months to come. Nonetheless, the commission met the timeline (barely), contracting with printers on December 22, 1820.10

In the months following the publication of the inaugural United States Pharmacopeia, another American first was achieved with the founding of a college of pharmacy in Philadelphia. This school is known today as the University of the Sciences. A second school, the Massachusetts School of Pharmacy, would follow in Boston two years later. This geography is significant as these cities have since, as we will see, played pivotal roles in shaping the American pharmaceutical industry.

The creation of a unified American pharmacopeia coincided with a transition from apothecaries, where the viability of whatever they were selling was left up to the discretion of the apothecary (and the consumer who would decide whether or not they trusted the apothecary’s judgment or skill) into more standardized university programs meant to train pharmacists. These new pharmacist professionals would work to standardize the creation of new medicines, emphasizing the production and distribution of medicines with a higher quality than had ever been possible before. Likewise, the pharmacists would work to increase the quantity of new medicines that could be made to address the needs of a growing nation. Nonetheless, these improvements would come at a cost, as the credentialing of pharmacists might improve the quality of their work, but would necessarily limit their numbers. Even using standardized and presumably more efficient techniques catalogued in the pharmacopeia and taught in pharmacy schools, the average pharmacist could prepare only a handful of medicines per day. Given the fundamental law of supply and demand, these inefficiencies contributed to cost. To counter this trend, the pharmacists of the 19th century turned to a more efficient source of medicines than was possible when limited by creations made with their mortars and pestles. For this part of the story, we must leave the American shores and relocate for a time to Central Europe.

Making His Merck

A theme that runs throughout this book is the creation of new industries, all of which seek to maximize their profitability. Their development was quite rational and, indeed, intended to increase the efficiency of drug development or distribution. We will now meet the first example of this trend with the formation of what would become the modern pharmaceutical industry. While the transition to educated and licensed pharmacists was one trend that disrupted apothecaries, the coup de grâce was delivered by a pioneering innovator in a small Hessian pharmacy tucked into a corner of modern-day southwest Germany. Like most apothecaries of his day, Heinrich Emanuel Merck (he went by Emanuel) had learned his profession as an apprentice to his father. Indeed, the Engel-Apotheke (Angel Apothecary) had been the family business for six generations, having its roots in the founding of a modest shop in 1668.11 Inheriting the business from his father in 1816, Merck had powerful entrepreneurial aspirations.

Rather than concocting relatively small batches of material, Emanuel Merck took the rather audacious approach of expanding his workforce to create vastly larger batches of medicines, a time- and money-saving approach adopted by other industry-disrupting innovators such as Eli Whitney and Henry Ford.12 He would then sell his product in bulk to other apothecaries, saving his customers the need to manufacture their own medicines a batch at a time. Merck embarked upon a campaign to identify innovation in diverse ways, both to manufacture existing medicines at a larger scale and to identify emerging new medicines with which he might corner the market. A transformative moment came in 1827, by which time Emanuel changed the name of his business to E. Merck and purchased a recipe for the production of a seemingly mythical drug with extraordinary commercial potential.

Opium was a well-known remedy, having been harvested continuously from its earliest discovery by prehistoric cultures in the Middle East. The milk from the poppy, if harvested and prepared in just the right way, was known to relieve pain, but its potency (and safety) varied greatly from batch to batch. A young Prussian apprentice by the name of Friedrich Sertürner was determined to identify and consistently isolate the active ingredient within opium responsible for its analgesic (pain-relieving) properties.13 After months of dedicated efforts, Sertürner had finally mastered a recipe for reliably purifying the pain-relieving ingredient from opium. He tested the outcome of his activities on local children, an unethical approach even by the standards of the day.

An attempt to share the discovery with the world, in the form of a scientific manuscript, was sidelined after an editor decided it was not important enough to warrant the space in his precious journal.14 Sertürner gave up on his discovery in frustration until years later when a particularly painful toothache compelled him to make another batch of his maligned remedy. Presumably reenergized and motivated by the intense pain relief, Sertürner decided again to convey the importance of his discovery.

In 1827, Sertürner had the luck to meet with Emanuel Merck, who was prospecting for unique products for his business where he manufactured bulk amounts of medicinal ingredients. Merck immediately saw the potential for Sertürner’s product and purchased the recipe from Sertürner. Within months, Merck established one of the first mass-market pharmaceutical products that would create a major buzz: morphine. Still used today, morphine conveys a miraculous ability to alleviate excruciating pain (as it did for the grandfather of one of your authors, who at the end of his life suffered extreme bone pain from metastatic prostate cancer), but these benefits came at the cost of its addictive properties. Modern-day America remains all too familiar with such dependency issues with similar pain-relieving drugs, such as fentanyl and other opioids that led to a national crisis claiming thousands of lives and trapping millions more in the dependent powers of these pain-relieving drugs.

Wholesale Changes

Beyond morphine, Emanuel Merck had planted the seeds of an entire industry. In the years following the introduction of morphine, companies throughout the world built upon the approach pioneered by Merck, producing mass quantities of therapeutic molecules. Amid the industrialization mania that characterized the middle of the 19th century, the world witnessed a boom in the creation of other companies that produced pharmaceutical products. Names still recognizable today such as Pfizer (established 1849 in Brooklyn), Eli Lilly (established 1876 in Indianapolis), and Johnson and Johnson (established 1886 in New Brunswick, New Jersey), to name just a few, came into being during a transition to mass produce medically relevant chemicals. The active ingredients responsible for the efficacy of these medicines were initially chemicals isolated from plants. Later improvements in the chemical sciences would lead to some drugs to be produced not in plants, but in the laboratory, facilitating the scale-up to ever larger quantities in massive factories.

These changes portended doom for the apothecary profession, which had centered upon the accumulation of recipes that would be deployed on demand. The transition from one industry to another reflected a push for greater efficiency. We now see it as commonsensical that pharmacists should purchase ingredients from a wholesaler rather than create them by hand. However, this change was a significant disruption. The mortars and pestles that had been used for centuries to grind the leaves of medicinal herbs were increasingly shelved (though they would remain prominent symbols of the professions), while orders would be filled by pharmacists sourcing the medicines from wholesale distributors. Beyond the obvious efficiencies in cost, the average pharmacy could supply the community with a much larger array of medicines than their apothecary predecessors. Indeed, the local pharmacy quickly evolved to be a retail shop not merely for medicines but other staples of daily life. Indeed, the Merck & Co. drugstore on University Place in Manhattan soon became as well-known a place to purchase candy as it was to buy medicines.

A Prescription for Change

The rise of pharmaceutical wholesalers in the 19th century freed up time for pharmacists, allowing them to evolve their profession from producing the active ingredients of medicines to compounding, the process whereby medicinal ingredients were combined in a final form individualized for a patient’s need. These products often took the form of pastes, pills, and elixirs (liquid-based medicinal mixtures). As the mechanized and mass-market factories of the pharmaceutical industry increased the availability of these final preparations, many pharmacies were left with unused fountains for soda water. This resource would soon find a new use to allow drugstores to become the perfect venue for a new generation of medicine-inspired products. Indeed, a medicinal cure produced in Atlanta, Georgia, would change the pharmacy profession forever.

On May 8, 1886, John Stith Pemberton, a physician and wounded veteran of the American Civil War, traveled from his home in rural Columbus, Georgia, a hundred miles north to the great city of Atlanta.15 The reason for his trip was to test a new concoction he had developed to treat a widespread problem plaguing the nation since the cessation of hostilities two decades before. Like many veterans injured in combat, Pemberton had been given morphine to ease the pain and soon became addicted. By the time of this trip, Pemberton had developed a new means of treating opiate dependence by combining three substances, caffeine, alcohol, and cocaine, into a syrup meant to prevent the symptoms of addiction. The Pemberton’s French Wine Coca was a commercial success in his hometown but could not be sold in Atlanta, which had succumbed to the temperance movement and become a dry town months before. Consequently, this new concoction lacked alcohol. It also did not have cocaine since alcohol was needed to liberate the powerful drug from the coca leaves used in the production of the syrup. An Atlanta pharmacist mistakenly diluted Pemberton’s elixir with soda water and, in a remarkable twist of fate, Coca-Cola was born. As pharmacies were the primary sources of soda water in any given community, Coca-Cola allowed pharmacies to become a hub of social and commercial activity in communities around the United States.

Although born just a few years after the cola-driven peak of the neighborhood pharmacy, both authors have vivid early memories of the era of the small, independent corner pharmacy, with Dr. Kinch having a particular personal connection. His uncle was a licensed pharmacist and, as was the custom in many states, a pharmacist was required to be an owner of an independent pharmacy. This quaint pharmacy was located in the small college town of Oxford, Ohio, home to Miami University. For Dr. Kinch, memories abound of this authority figure, adorned in a white coat, standing on a dais at the back of the store, dispensing medicines into small plastic bottles. Indeed, this setup remains the general setup of the corner pharmacy, with retail purchases at the front of the business and shelves of medicines stored on a raised plinth at the back. By the final quarter of the 20th century, the pharmacy profession had again evolved, this time from compounding to dispensing to counting pills and measuring liquids. Moreover, the geography of this recollection, if not the timing, proved fateful for the future of the corner pharmacy due to the actions of a remarkable, yet little-known and underappreciated entrepreneur.

Markets and the Dow

Two dozen or so miles southeast of Oxford, Ohio, is the far larger river city of Cincinnati. The Cincinnati College of Pharmacy had formed in 1850, the first college dedicated to the training of pharmacists west of the Allegheny Mountains. In 1889, the college graduated one of its first female students, a twenty-one-year-old by the name of Margaret Cornelius Dow. Cora to her friends,16 she was born on March 11, 1868, in Paterson, New Jersey. Cora moved with her family to Cincinnati at the age of two and was raised with a love and talent for music. At the age of seventeen, Cora was already listed as a piano teacher and had ambitions to be an operatic diva, aspiring to perform Wagner before adoring crowds.

Cora’s plans changed when her father’s health began deteriorating in 1878, the consequence of a long-standing battle against tuberculosis. Her father, Edwin Dow, had made his way as a wholesaler of medicines in Cincinnati and had purchased his own retail shop in 1885. In that same year, Cora began working with her father to help the family business as her father steadily deteriorated. He would die four years later. At the same time, Cora enrolled at the Cincinnati College of Pharmacy in 1886, passing the state board a year later, a particularly impressive feat as she had done so even before she graduated in 1888. The first female graduate from the Cincinnati College of Pharmacy had preceded Cora by only four years. Cora’s age, rather than her gender, proved her first major hurdle as the precocious Dow was too young to work. Ohio law required a minimum age of twenty-one before one could be employed as a pharmacist and so she had to cool her heels a bit by working in her father’s store.

Once allowed to do so and necessitated by the death of her father, Cora Dow soon took over the family business. Although the extant photographs of Dow convey her as a slight figure with what has been described as “large, soft, magnetic eyes,” that was simply a stylistic bias of the late Victorian era.17 Dow’s solid actions belie such caricatures. Nonetheless, the Dow family business did indeed begin as a diminutive undertaking and Cora herself described the building at the corner of 5th and Vine Streets in Cincinnati as being a “shack” and “so small one could reach the pills with one hand, the striped sticks of candy on the opposite side of the store, with the other.”18

The ambitious Dow soon shuttered this store, opening a larger successor on Race Street in 1890. Cora tirelessly devoted her waking hours to ensuring its success, with a particular emphasis on and talent for innovation. Taking a different approach from her male pharmacist counterparts, Dow adopted a strategy intent to create a shopping experience “with an eye to feminine desires and prejudices.”19 Her innovations included adopting a Greco-Italian architectural style ornamented with marble and onyx pillars decorated with gold leaf. As an early advocate of the commercial promises of the soda fountain, her custom-designed octagonal fountain attracted customers from far afield.

Dow soon opened a second store, not as a replacement, but as an expansion of a successful business strategy. The second store was strategically positioned near the railroad depot to attract travelers and commuters alike. Dow also took the virtually unprecedented approach of leaving the store open all day and night. By continuing to locate stores near commuter and transportation hubs, Dow grew her business into a large chain, triggering waves of envy and resentment by other pharmacists, who felt it unsavory to own “multiples.” Dow drove customers into her successful “multiples” with newspaper advertisements to the general public and, in a daring move, extolled the virtues of her pharmacies in trade publications targeted at local doctors. She even offered discounts to physicians as a means of encouraging them to direct their patients to her stores; a smart and scandalous idea in a far more conservative time.

Beyond increasing the number of venues, Cora was also constantly testing and expanding the breadth of products that could be purchased at a Dow store. Soon, retail sales of nonpharmaceutical products drove customers to her stores, where they might also fill a prescription (the opposite business approach than traditional pharmacies). Using this approach, Dow’s drugstores were soon filling over two thousand prescriptions per week, a remarkable number given the maturity of the industry and the limited availability of products as compared to conventional times. During her lifetime, Cora’s empire consisted of eleven stores, strategically positioned at key transportation hubs that fully canvassed the greater Cincinnati community. Appreciating and enacting the concept of equal pay for equal work, Dow paid her male and female workers the same, adopting a gender-neutral approach that “a woman’s work, like a man’s work, is gauged by ability.” This progressive view created loyal employees among both sexes and contributed to her businesses’ success.

Beyond the keen entrepreneurial prowess as evidenced by her ever-expanding number of locations and offerings, Dow demonstrated an adept approach to drug pricing. The engine driving her business was the adoption of what is today known as “cut-rate” pricing policies. Rather than practicing the widely used approach of keeping prices and margins relatively high, Dow experimented with cutting the prices on medicines, the products that got customers in the doors. Her idea, which proved profitable, was that low margins on medicines would be offset by higher margins on consumer products in combination with an elevated volume of sales. Although such an approach is commonly practiced today, this strategy was a pioneering effort in the early days of the 20th century.

Dow’s many audacious and impressive approaches would inevitably earn her the ire of both competitors and suppliers. Many suppliers and distributors mandated a minimum price, refusing to sell her their product and taking legal action when their preferences were ignored. Dow ignored the resistance and stared down a series of lawsuits from suppliers, who had been angered that a lower price at one store or city might force the producer to cut its prices everywhere else in that market. As Dow won case after case, her suppliers simply refused to work with her. Remaining undeterred, Cora Dow countered these actions by manufacturing her own line of pharmaceutical and consumer products.

By 1915, the seemingly indefatigable force of nature began to falter. Cora suffered a steep decline in health caused by the same disease that had plagued her father. Sadly, none of the innovative products sold in Dow drugstores were able to address tuberculosis any better than the far more limited arrays of drugs sold in her father’s tiny shack years before. Tuberculosis’s resistance to treatment in 1915 was every bit as stubborn as Cora Dow and was arguably the only obstacle she proved unable to overcome. As her health declined, Dow sold off her eleven stores, though they would retain the Dow name for generations to come. Upon her death later that year at the age of forty-seven, much of her inheritance was donated to the Cincinnati Symphony Orchestra, reflecting her lifelong love of music. She was such a dominant regional figure that her eulogy was given by none other than a former president and a Cincinnati center of gravity, William Howard Taft.

Chain Reaction

A new industry, one focused on “multiples” and cut-rate pricing, was indeed beginning to grow throughout the nation, pioneered by figures such as Cora Dow. By the time of Dow’s sale of her properties in 1915, she commanded more stores than the nine owned by Charles Walgreen, a distant competitor in far-off Chicago, Illinois. Walgreen had aped Dow’s approach but was granted more time to live and extend his empire. By the time of Walgreen’s death in 1939, the number of stores under Walgreen’s control had expanded to 110. In doing so, Walgreen would usher in a new era of megachains that would eventually consume the concept and reality of independently owned local pharmacies.

The superchains of drugstores such as Walgreens deployed advertising to convey that their large buying power could allow them to provide medicines to consumers at a lower cost. Walgreen’s was an expanded example of Dow’s approach of local bulk discounting taken first to a state and then a national level. The massive volume achievable by marketing in hundreds of locations throughout the nation devastated most single-shop competitors. The pharmacy industry would soon change, as virtually all competitors were left to survive, if possible, by selling large amounts of medicines with tiny margins. For the consumer, this started off as a good thing, since they were able to access medicines at a lower cost for a time. However, the elimination of competition has the inevitable consequence of driving up prices over the long term, a fact that would prove prescient for this evolving industry.

A new era of pharmacies and pricing began with approaches that were similar to, but the polar opposite of, the pioneering strategy adopted by Dow. Cora had lured in customers to her drugstores who were lured in response to low drug prices and then purchased other products. The new entrants into the pharmaceutical world turned this rationale on its head, introducing pharmaceutical products as a new offering to consumers shopping for food. These grocery-store based pharmacies, including high-profile names such as Walmart and Kroger, would ultimately prove to be fatal for many local, independently owned pharmacies. Although the idea of the first supermarket pharmacies had been tested by another pioneering and ambitious Cincinnati company, Kroger, in 1961,20 the concept did not take off for decades.

The advent of just-in-time inventory, a practice attributed to the pioneering retailer Sam Walton, would radically change the composition of a supermarket building. Prior to this revolution, roughly two-thirds of a market would be devoted to storing products, with the remaining third devoted to customer sales. The pioneering approach most aggressively deployed by Walton flipped the ratio, doubling the space available to customers and halving storage space.21 Among the new products that could be displayed were first over-the-counter and later prescription medicines.

The emerging dominance of grocery-store pharmacies would prove to be short-lived as a new wave of competitors would soon enter and disrupt the field yet again. Likewise, this revolution would soon threaten even the largest chain drugstores, which quickly realized they would either have to adapt or be driven out of business. As we will soon see, these pressures compelled waves of industry consolidation via mergers and acquisitions, but for now we will focus upon this new and innovative threat.

As the large chain pharmacies grew and increased the breadth and depth of cut-rate pricing, smaller pharmacies increasingly faced a choice of either joining the consolidation boom or risking going out of business. The result was a shuttering of many independent pharmacies. Those that remained often were serving as contractors for larger networks and eventually for pharmacy benefit managers.

This new source of competition would arise and upend or dishearten even the most powerful of the chain store pharmacies as the 20th century drew to a close and a new millennium began. However, we can trace the roots of these competitors back to the remarkable Cora Dow herself and her chain of Cincinnati pharmacies at the beginning of the 20th century.

It seems that by 1913, Dow had successfully introduced the audacious concept of mail ordering medicines to customers any product that was available in her stores (a rare exception made for “poisons”). Certainly, the idea of mail ordering had been established for everything from trinkets to entire houses by the Sears catalog, but Dow was a pioneer in adding prescription medicines to the list of conveniences that could be accessed through the postal service. Most of these products could merely be requested, while a limited few, including cocaine and morphine, required a prescription from a “reputable” physician.22 Moreover, Dow made these services available not merely to customers in the Cincinnati region, but well beyond. Although the shipments originated from Cincinnati, Dow’s advertising reveals the service was available to any point east of St. Louis.

The first attempt at mail-order pharmaceuticals was pioneering but, as the saying goes, perhaps a bit too far ahead of its time. Mail order did not maintain a durable hold but would return again nearly a century later. As we will see, a new generation of mail-order (and later internet) entrants has been exceedingly controversial and implicated with accusations they are now major contributors to rising drug prices in the United States.

But let’s not get ahead of ourselves quite yet. The increasingly widespread growth of new drugs and ways to obtain them would lead to an ever-increasing web of regulations needed to prevent abuses of the system and to ensure citizens had access to safe and effective medicines.






CHAPTER THREE The More Things Change, the More They Stay the Same [image: ]


The modern pharmaceutical enterprise deals in arguably the most highly regulated commodities in the United States, perhaps the world. What led to this complex web of regulatory guidance that evolved to ensure that medicines prescribed in this nation are safe and effective? Contrary to popular assumption, in which heavy-handed regulation of medicines is frequently cited as a key reason for the escalating costs for developing new medicines, which in turn affect the ultimate price of the drugs, history will show that it is not so simple. As we will see, the organizations and enforcement mechanisms used by the federal government are a rational response to dramatic events, most of which took the form of high-profile national tragedies. We will see that each action taken by legislators or regulators has been well-reasoned and intended to improve the quality of new medicines. As our story progresses, we will find that an unintentional consequence of the collective buildup of such well-intended regulations has been the creation of an infrastructure that has often been accused (sometimes rightfully so) of impeding the speed of new medicine development.

According to its own history, the modern Food and Drug Administration (FDA) traces its birth back to Lyman Spalding, whom we met in Chapter Two as he compiled the first United States Pharmacopeia in 1820.1 Although the document created was extra-governmental, its framework and approach proved pivotal in later years, when changing times and technologies necessitated government intervention. Specifically, the practice of huckster medicine and faith-based medical care have consistently been a problem, characterized by quick and easy, yet unproven (and often harmful), “cures.” Keeping with the fundamental principles of the Age of Enlightenment, Spalding was an early proponent of what we today refer to as evidence-based medicine, a term that nicely defines itself. Consequently, he was driven to compile a list of safe, effective, and reliable remedies available to physicians and pharmacists in the United States.

The regulatory oversight tasked to the FDA is a consequence of Spalding’s rational approach. More than two centuries later, we remain ever more dependent upon strong regulation, much of which has been cobbled together and compelled by extreme public outrage following tragedies. We will convey a few of these tragedies and the impact they continue to have on contemporary drug development and pricing.

Ginning Up Controversy

One of the lesser appreciated but pivotal events in the evolution of the United States was the Mexican-American War.2 This 1846 conflict was a blatant land grab set in motion by one of America’s least known but most impactful presidents, James K. Polk.3 The international struggle nearly doubled the land area of the United States and would set the stage for the Civil War geographically by reopening vexatious questions about the expansion of slavery and militarily by serving as a training ground for the leadership of both the Union and Confederate armies. From the perspective of our story, the Mexican-American War also provides an entry point for understanding the need for federal regulation of pharmaceuticals.

The Mexican-American War would prove to be a rout and lead to the unnecessary slaughter of more than 25,000 Mexican troops. America only lost a total of 1,773 soldiers on the battlefield. However, nearly ten times more men died on the front from other causes: infectious diseases in general, and malaria in particular. The primary tonic used to prevent or treat malaria is quinine, a compound first isolated from the bark of the cinchona tree. Indeed, the bitter tang of the compound gives tonic water both its distinctive name and taste.4 A few decades before the Mexican-American War, British officials posted to India imbibed tonic water as, well, a tonic, but soon realized that, when partnered with gin, the medicine imparted rather desirable side effects.

Although the American army in Mexico might have dreamed of the luxury of sipping gin and tonics, long supply lines and poor logistics limited access to even the most basic quinine pills. This defect proved to be the difference between life and death in the tropical climates south of the ever-expanding border. Most of the world’s quinine was produced, unsurprisingly, by and for the British Empire.5 The spike in demand from the United States military depleted domestic and international reserves (similar to the situation with toilet paper in the early weeks of 2020 as the country grappled with COVID-19), and costs soared.6 These conditions created opportunities for parasitic manufacturers and distributors to adulterate, dilute, and even exclude the quinine in the medicines they sold. The consequence was that the very expensive and hoped-for remedies procured by the army were largely ineffective—and casualties from disease multiplied.

Public outrage at the unnecessary carnage compelled Congress to take action. As the war was winding down, President Polk signed into law the Drug Importation Act of 1848. This legislation charged the United States Customs Service with ensuring the purity of any foreign-made medicine that entered the country. Notably, domestic manufacturers were exempted from these rules, which would create problems with unsavory domestic manufacturers when a far bloodier war, this one Civil, would burst forward in years to come.

The importation law worked well at first, but the aforementioned loophole allowed domestic companies to evade inspection. As domestic abuses increased, the military became increasingly frustrated with their inability to procure reliable sources of quinine and other drugs. Consequently, they took the matter into their own hands. One example was former Navy physician and Mexican-American War veteran, Edward R. Squibb. During his time in the Navy, Squibb had witnessed the effects of the false and adulterated medicines provided by contractors. Before resigning from the Navy, Squibb had worked with that service to instead have the government produce their own medicines.7

In 1858 Squibb built upon his experiences and founded a company to supply quinine and other drugs to both military and civilian customers. Edward Squibb would soon find himself lobbying the Lincoln administration for stricter enforcement of the adulteration law as it became clear that the Civil War would be a protracted conflict rather than a quick victory over the secessionist states.8 These actions coincidentally also helped his young company to emerge as a prominent wartime supplier of medicines.9 Indeed, this company still thrives today in the form of Bristol Myers Squibb.

Fears of drug adulteration would remain a fixture of American pharmaceutical regulation for the remainder of the 19th century and into the 20th. Over this time, Squibb’s desire to apply adulteration laws was realized as the government increasingly applied these rules to domestic manufacturers. A particularly strident enforcer of anti-adulteration laws was Harvey Washington Wiley, a zealot who ran a nascent agency known as the Bureau of Chemistry, a precursor that later evolved into the modern FDA.10 Washington ruled with an iron fist and had a showman’s penchant for captivating the attention of the press at a time when muckrakers ruled. Indeed, the public media during turn of the (20th) century America was filled with high-profile journalism conveying the need for greater control over the safety and efficacy of the foods eaten and the medicines meant to protect. These sentiments would eventually culminate in congressional passage of the Pure Food and Drugs Act, which was signed into law by Theodore Roosevelt in 1906.11 This legislation prevented unscrupulous and nauseating practices such as watering down milk and then adding chalk or plaster to cover up this action.12 Similarly, heavy metal lead was added to coffee, wine, and tea (along with dirt and sand).

Frowning upon Adultery

The Pure Food and Drugs Act was another knee-jerk response to public outrage, this time over macabre incidents revealing stomach-turning contamination of consumer foods and medicines. The most famous residue of this tainted age is arguably Upton Sinclair’s novel The Jungle. Equally important (and nauseating) work exposing adulterated food and drugs was published in a series of widely read reports from the muckraking journalist Samuel Hopkins Adams in Collier’s magazine.13 At the same time, a pair of tragedies, each killing dozens of children treated with pioneering new vaccines, erupted in St. Louis and the Jersey suburbs of Philadelphia in late 1901.14 15 These calamities were persistently pushed to the top of the headlines and sensationalized by newspapers owned by another muckraker, Joseph Pulitzer, who coincidentally owned major newspapers in and around both the New York and St Louis metropolitan regions.16

The Pure Food and Drugs Act was designed to protect the public by preventing the adulteration of consumer products. The legislation invoked the United States Pharmacopeia, which has been periodically updated since 1820, as a source to define “pure” versus “adulterated.” This act created the structure known today at the Food and Drug Administration but was short-sighted in that it failed to mandate the agency with the ability to refuse medicines deemed unsafe or ineffective. Rather, the law was restricted to the issue of the day, which was widespread concern about product contamination as revealed in so many sickening muckraking news stories.

As related in Dr. Kinch’s prior book, A Prescription for Change, the 1906 law drove an already vociferous Harvey Washington Wiley to accuse Coca-Cola as an “adulterer.” Wiley charged the product (not the company, but the actual bottles and cases of the sugary product) with, among other things, being deceptive because the carbonated product did not contain cocaine as might be implied by its name. Most of the charges were eventually dropped. Although Wiley won some minor points on a technicality,17 his career in government had fizzled with the Coca-Cola fiasco. He left the FDA for Good Housekeeping magazine, where he cleaned up—both professionally and financially—after he created their “Seal of Approval” program.18

Throughout most of the first three decades of the 20th century after Wiley stepped down, federal regulation of medicines underwent some relatively minor and incremental revisions, remaining largely on the back burner in Congress. During this time, the most substantial regulation imposed on the pharmaceutical industry came from a nongovernmental source, the American Medical Association (AMA). In 1905, the leadership of this largest association of physicians and lobby used their considerable clout to compel pharmaceutical companies to demonstrate that their products were effective before they could advertise their products in widely read AMA journals.19 This accreditation was left to outside experts, who would review information submitted by the drug companies. In a true sense of irony, many of these same huckster products were ferociously advertised in the same broadsheets that hosted muckraking stories about adulterated medicines. Consequently, the AMA’s stance to verify the usefulness of advertised medical products proved invaluable to exposing the myriad bogus “snake oils” that had duped an unsuspecting public (and physicians).

A Serious Rodent Problem

Three decades after Theodore Roosevelt’s administration, his distant cousin Franklin (FDR) was swept into office in 1933 amid the languor of the Great Depression. FDR had intended to launch a revision of the FDA, but this became bogged down in the Senate for five years. To help break the logjam, the FDA launched a road show in major American cities to advertise major flaws in the 1906 law that allowed for deceptive practices in everything from drug safety to false advertising and packaging. The exhibit was visited by the new First Lady, Eleanor Roosevelt, in 1933 and dubbed by one of the reporters in her press pool as “the American Chamber of Horrors.”20 This traveling creep show was accompanied by the publication of a book meant to educate the public about the dangers to the American consumer, aptly named 100,000,000 Guinea Pigs.21

Despite the horrors conveyed in museums and the printed word, an even more compelling terror finally prompted legislators into action. In 1937, the S. E. Massengill company of Bristol, Tennessee, launched Elixir Sulfanilamide, a much-anticipated product.22 Just months before, a new class of medicine, known as sulfa drugs, had been introduced. These products were among the first reliable means to treat infections, the greatest source of human suffering for virtually all of our species’ history. Whereas most sulfa drugs came in the form of a pill, Massengill’s goal was to target children. As any parent knows, ear infections are a common source of pain and misery in the pediatric population. To appeal to children, the drug was introduced as a sweet syrup with a raspberry flavor. The only problem was that the sweetness was not made by sugar but through the use of diethylene glycol, which along with its nearly identical cousin, ethylene glycol, is the primary component of radiator fluid.23

Within days of the product’s introduction, a flood of poisoning cases were documented throughout the nation, but primarily in the American South, which has a particular preference for elixirs. The resulting destruction of the kidneys by ethylene glycol caused a particularly slow and agonizing death for more than one hundred children. News accounts of these tragic deaths filled the headlines and fueled outrage.24 As the public steamed over the use of engine coolant in medicines, Congress finally acted upon Roosevelt’s FDA legislation. The bill sailed through both houses with a simple voice vote and the act was immediately signed into law by FDR on June 25, 1938.25

With the passage of the 1938 Federal Food, Drug, and Cosmetic Act, we again encounter an example of lawmakers looking backward at a past tragedy rather than anticipating future ones.26 The legislation empowered the FDA to ensure that all medicines are safe and to improve oversight into their manufacturing; both issues that were directly relevant and at the front of mind in the days following the Elixir Sulfanilamide disaster. However, the law failed to require that drugs be effective, merely safe. Attempting to rectify this deficiency, the FDA challenged the approval of certain high-profile drug applications of products they deemed useless. However, these battles proved to be unsuccessful uphill struggles as companies won one legal case after another on the claim that the 1938 law did not confer such powers upon the agency.

Yet again, a tragedy would be necessary to rectify the situation once and for all. This time, the tragedy largely spared the United States, though not quite as thoroughly as many Americans believe.

Making a Muck of Things

Penicillin was introduced to the world as part of a collaboration between the British and American governments during the Second World War. Penicillin was one of the most important, if least appreciated, articles of war, as it saved countless lives and limbs that might have been lost to infection. The nearly ten-to-one ratio of infections versus battlefield wounds experienced a century before during the Mexican-American War would remain just as prescient up to the moment that penicillin was introduced.27

The defeat of Germany led to its subdivision and political oversight by the Allied Control Council. In the West, the Franco-Anglo-American alliance undertook a concerted effort to restore the economic vibrancy of what became known as West Germany. Part of this was the awarding of a contract for the production of penicillin to a newly formed company known as Chemie Grünenthal.28

The selection of Grünenthal by the Allied Control was controversial and unfortunate for many reasons. First, the company had deep Nazi roots and its founding family, Alfred and Hermann Wirtz, remained loyal Nazi party members and directly benefitted from Hitler’s maniacal plans when they gobbled up Jewish companies at fire sale prices.29 Muddying their reputation even further, the researchers hired by the Wirtz family included many of the war’s more notorious figures, who would collectively engineer another tragedy yet to come.30

Heinrich Mückter was born in Germany two months before the beginning of the First World War and would become one of the more controversial characters of the Second. Trained as a physician, Mückter joined the notorious Nazi “Brown Shirts” coincident with Hitler’s rise to the chancellorship. In his professional life, Mückter specialized in infectious diseases, and these talents would prove tragically useful during the war as Mückter apparently practiced his profession to deadly effect in the concentration camps, experimenting on prisoners with infectious pathogens. Accused of war crimes by the Polish government in Krakow, Mückter escaped to the West and surrendered to American authorities in 1945, who decided not to prosecute him.31 Within a year, Mückter had been hired by Grünenthal, where he joined a rogue’s gallery that included Otto Ambros (who invented the nerve gas sarin and was convicted of mass murder and enslavement and yet released to work at Grünenthal), Heinz Baumkötter (the former medical head of the Sachsenhausen concentration camp, which conducted human experimentation), and Karl Brandt (the lead defendant in the Nuremburg war crime trials of doctors).32

Yet it would be inaccurate to presume that the reputation of these men had reached a nadir with Germany’s surrender. Instead, history will also record that they were all involved in the development of another notorious killer.

Because the Allies’ granted Grünenthal a license to produce penicillin, revenues skyrocketed and the company prudently invested much of its earnings into the development of new products. One of their pet projects was a by-product of the drug glutethimide, a sedative related to diazepam (better known as Valium).33 This discovery led to the marketing of the drug in Germany and throughout Europe as Contergan. The product was an overnight wonder based on its demonstrated abilities not only to overcome insomnia, but also to prevent vomiting and other symptoms of influenza. Based on this latter property, the drug was also marketed as Grippex (a modification of the Franco-German word for flu, grippe). Beyond infection, vomiting and insomnia are also frequent symptoms experienced as a result of hormonal changes in early-stage pregnancy. Thus, Grünenthal established yet another base of customers for Contergan, convincing many investors that the drug could become the first ever to reach “blockbuster” status; a designation given to drugs that generate at least a billion dollars in annual sales. The blockbuster milestone had never been reached (not even by the extraordinarily popular drug Valium) but marketing experts predicted that Contergan could be the first to do so. For this to occur, Grünenthal needed to enter the American market. Like many European companies at the time, the company decided to partner its product with an established American pharmaceutical company and so partnered with the William S. Merrell Company in early 1959.

Merrell, a middling company in the middle of the country, headquartered in Cincinnati, was not the company’s first choice of a partner. Grünenthal had wanted to partner with Smith, Kline, and French (SKF) to take advantage of its gravitas as an international behemoth. Lured by the potential for lucrative sales, SKF began working with Grünenthal in 1956, but after three years elected to pass on the opportunity. The reason for doing so was in part because SKF scientists became worried when a patient in a clinical trial delivered a child with severe birth defects.34 They requested safety information from Grünenthal but their requests were all refused, informed instead that all the records had been burned in 1949.

You see, we forgot to mention the name of the drug, one you may have heard of: Thalidomide.

Merrell intended to launch the product in parallel with the performance of the necessary safety studies. Given its extensive history in Europe and Canada for the past few years, the company presumed it could file papers with the FDA, begin sales a month later, and then backfill any desired safety evidence once their small safety trial had concluded. Indeed, this was common practice at the time and the FDA itself assigned the Contergan application to be reviewed by a brand-new employee since this was thought to be an easy first assignment.35

American law also allowed the company to begin providing samples to doctors so long as they did not accept compensation for the product. Seizing the initiative, Merrell began handing out free samples, targeting obstetricians in particular given its ability to prevent morning sickness.

Much to the chagrin of executives at Merrell, the rookie FDA employee was a female physician by the name of Frances Oldham Kelsey. Kelsey was skeptical of the safety of thalidomide and kept demanding more information to assuage her concerns. Holding her ground despite increasing pressure from her bosses at the FDA and even in the face of remonstrances from angry senators, Kelsey was soon proven right as evidence swelled demonstrating that thalidomide caused severe birth malformations.

A generation of “thalidomide babies,” often lacking arms, legs, or both, would be born in the 1950s and early 1960s. The drug also caused uncounted fetuses to be spontaneously aborted in utero as well. While the United States was largely spared, at least one hundred deformed children (and an unknown number of spontaneous abortions) were documented; the results of the practice of distributing free samples. Kelsey would receive many well-deserved accolades, a presidential medal from John F. Kennedy, and remain a fixture at the FDA for decades, retiring from the administration in 2005 at the age of ninety.

No More Free Lunches

The thalidomide tragedy was yet another example of a crisis that finally spurred Congress into action. The high-profile tragedy motivated a prominent lawmaker who was already skeptical of the growing power of the pharmaceutical industry. As a consequence of the tragic news reports of deformed babies, Estes Kefauver from Tennessee, arguably the most powerful senator in Congress, expanded the purview of his committee. Kefauver was already investigating potential concerns about collusion between the American Medical Association and the pharmaceutical industry (a subject to which we will return) and expanded his mandate to address consumer protection from bad medicines such as thalidomide.36 The resulting Kefauver-Harris Amendment to the Federal Food, Drug, and Cosmetic Act was quickly passed through both houses and was signed by President Kennedy on October 10, 1962 (while Frances Oldham Kelsey looked on over his shoulder).37 The amendment empowered the FDA to demand extensive safety and efficacy data prior to approving a new medicine. This law also banned the practice of distributing free samples to physicians before a medicine has received an FDA approval. In the months after its adoption, these new powers were applied prospectively to new products. In 1969, the National Research Council had completed the first retrospective analysis of more than 3,000 medicines that had been marketed in the United States before 1962.38 These analyses would continue through 1984. As a consequence of this Drug Efficacy Study Implementation (DESI), one third of these medicines were discontinued, either because they did not meet the necessary standards or because their manufacturers determined future revenues were insufficient to offset the costs of additional testing that would be needed to continue their sales.39


OEBPS/e9781643136813/xhtml/nav.xhtml


CONTENTS



		Cover


		Title Page


		Dedication


		Foreword


		Introduction


		Chapter One: The Law of Unintended Consequences


		Chapter Two: A History of Medicine Men (and Women)


		Chapter Three: The More Things Change, the More They Stay the Same


		Chapter Four: I Fought the Law (and the Law Won)


		Chapter Five: The Man behind the Curtain: Wizard of Odds


		Chapter Six: Finding a New Purpose in Life


		Chapter Seven: Self-Inflicted Wounds


		Chapter Eight: As Seen on TV


		Chapter Nine: I’m From the Government, and Am Here to Help…


		Chapter Ten: Odd Couplings


		Chapter Eleven: Generic, But Not Uninteresting


		Chapter Twelve: The Costs of Complexity


		Chapter Thirteen: Smart Bombs and Dumb Money


		Chapter Fourteen: Reputation Decimation


		Chapter Fifteen: How Are Drug Prices Determined?


		Chapter Sixteen: And You Thought Pharma Was Opaque


		Chapter Seventeen: American Exceptionalism


		Chapter Eighteen: A Stomach-Churning Story


		Chapter Nineteen: Views of an Archaeologist


		Chapter Twenty: All Roads Lead to Washington


		Chapter Twenty-One: Future Shock Already Happened


		Photographs


		Afterword


		Postscript


		Acknowledgments


		About the Authors


		Endnotes


		Index


		Copyright







Guide



		Cover


		Start of Content


		Title Page


		Dedication


		Foreword


		Introduction


		Afterword


		Acknowledgments


		About the Author


		Endnotes


		Index


		Copyright








		I


		II


		III


		V


		VI


		VII


		VIII


		IX


		X


		XI


		XII


		XIII


		XIV


		XV


		XVI


		XVII


		XVIII


		1


		2


		3


		4


		5


		6


		7


		8


		9


		10


		11


		12


		13


		14


		15


		16


		17


		18


		19


		20


		21


		22


		23


		24


		25


		26


		27


		28


		29


		30


		31


		32


		33


		34


		35


		36


		37


		38


		39


		40


		41


		42


		43


		44


		45


		46


		47


		48


		49


		50


		51


		52


		53


		54


		55


		56


		57


		58


		59


		60


		61


		62


		63


		64


		65


		66


		67


		68


		69


		70


		71


		72


		73


		74


		75


		76


		77


		78


		79


		80


		81


		82


		83


		84


		85


		86


		87


		88


		89


		90


		91


		92


		93


		94


		95


		96


		97


		98


		99


		100


		101


		102


		103


		104


		105


		106


		107


		108


		109


		110


		111


		112


		113


		114


		115


		116


		117


		118


		119


		120


		121


		122


		123


		124


		125


		126


		127


		128


		129


		130


		131


		132


		133


		134


		135


		136


		137


		138


		139


		140


		141


		142


		143


		144


		145


		146


		147


		148


		149


		150


		151


		152


		153


		154


		155


		156


		157


		158


		159


		160


		161


		162


		163


		164


		165


		166


		167


		168


		169


		170


		171


		172


		173


		174


		175


		176


		177


		178


		179


		180


		181


		182


		183


		184


		185


		186


		187


		188


		189


		190


		191


		192


		193


		194


		195


		196


		197


		198


		199


		200


		201


		202


		203


		204


		205


		206


		207


		208


		209


		210


		211


		212


		213


		214


		215


		216


		217


		218


		219


		220


		221


		222


		223


		224


		225


		226


		227


		228


		229


		230


		231


		232


		233


		234


		235


		236


		237


		238


		239


		240


		241


		242


		243


		244


		245


		246


		247


		248


		249


		250


		251


		252


		253


		254


		255


		256


		257


		258


		259


		260


		261


		262


		263


		264


		265


		266


		267


		268


		269


		270


		271


		272


		273


		274


		275


		276


		277


		278


		279


		280


		281


		282


		283


		284


		285


		286


		287


		288


		289


		290


		291


		292


		293


		294


		295


		296


		297


		298


		299


		300


		301


		302


		303


		304


		305


		306


		307


		308


		309


		310


		311


		312


		313


		314


		315


		316


		317


		318


		319


		320


		321


		322


		323


		324


		325


		326


		327


		328


		329


		330


		331


		332


		333


		334


		335


		336


		337


		338


		339


		340


		341


		342


		343


		344


		345


		346


		347


		348


		349


		350


		351


		352


		353


		354


		355


		356


		357


		358


		359


		360


		361


		362


		363


		364


		365


		366








OEBPS/e9781643136813/fonts/AGaramondPro-Regular.otf


OEBPS/e9781643136813/fonts/Gotham-Medium.otf


OEBPS/e9781643136813/fonts/AGaramondPro-Bold.otf


OEBPS/e9781643136813/images/common01.jpg





OEBPS/e9781643136813/fonts/Gotham-Bold.otf


OEBPS/e9781643136813/images/9781643136813.jpg
THE

PRICE ¢°.
‘ @
OF ° 1
&
e
HEALTH °
&
The Modern ® e e
Pharmaceutical Industry . ®
and the . .
Betrayal of a History of Care '

MICHAEL KINCH
and LORI WEIMAN

FOREWORD BY MARK CUBAN





OEBPS/e9781643136813/fonts/AGaramondPro-Italic.otf


OEBPS/e9781643136813/fonts/Gotham-Light.otf


OEBPS/e9781643136813/images/title.jpg
THE
PRICE
OF
HEALTH

The Modern Pharmaceutical Enterprise
and the Betrayal of a History of Care

MICHAEL KINCH
ano LORI WEIMAN

FOREWORD BY MARK CUBAN

SSSSSSSSSSSS





