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Prologue
Big Scandals, Higher Prices
A Pharma under Fire
Each January, the J. P. Morgan Healthcare Conference rolls into San Francisco, towing along hundreds of pharmaceutical and biotech companies and nearly 10,000 attendees looking to hear about the latest developments in one of the world’s hottest industries. Suits hobnob with scientists, financial journalists breathlessly cover the proceedings, and, controversially, companies throw cocktail parties with women hired to attend and improve diversity numbers.1 Deal making generally takes place behind closed hotel room doors at the glamorous Westin St. Francis in the heart of San Francisco’s Financial District, but crowds still turn out for investor presentations and occasionally heated Q&As asking, “What drugs are in the pipeline?” or “How are clinical trials coming along?”
In January 2016, the mood was far less rosy. After years of hypergrowth in biotechnology and health care, stocks experienced a precipitous drop in the second half of 2015.2 By the beginning of the annual conference, the NASDAQ’s Biotechnology Index had lost more than 25 percent of its value in six months.3 Bloomberg reported that biotech stocks experienced their worst trading day for a J. P. Morgan conference opening day since the beginning of 2001’s gathering.4 Statistical indicators of unease were certainly present. The number of initial public offerings (IPOs) had fallen dramatically in the last year. Instead of raising money through IPOs, large pharmaceutical and biotech firms were looking to boost their cash flow through mergers and acquisitions, with deals totaling $220 billion in 2014 compared to just $65 billion in 2007.5
Yet perhaps the most salient problem at the 2016 conference was the public outcry over rising pharmaceutical prices. List prices for branded medications had climbed more than 12 percent in 2015 and more than 14 percent the previous year, with overall spending on medication up 8.5 percent.6 Even with insurance, these cost increases have the power to affect the health and well-being of patients directly. According to the Kaiser Family Foundation, almost one-quarter of people said their family chose not to fill at least one prescription in the last year, with numbers rising for those in poor or fair health.7 A similar survey from Kaiser found that people believe the government’s top two health care priorities should be related to the price of medication.8
This rising concern was exacerbated by a number of national public scandals over dramatic, sudden price increases for existing drugs. Outside the Westin in San Francisco, a cadre of protesters railed against Gilead Science’s pricing of Sovaldi, a breakthrough cure for hepatitis C that Gilead had priced at $84,000 for the three-month course of treatment.9 Signs read, “Gilead = Greed” and “Don’t Be Greedy! Treat the Needy!”10
In that respect, perhaps the biggest story at the J. P. Morgan Healthcare Conference was about who wasn’t in attendance. And with that, we arrive at the story of Martin Shkreli – yes, that guy. The “Pharma Bro,” who at the age of thirty-two became a global poster child for the excesses of Big Pharma, had long walked the hallways of the Westin in his time running hedge funds and pharmaceutical companies. When he led the hedge fund MSMB Capital Management in 2010, Shkreli entered the annals of the conference’s history by peppering a pharma founder with questions during a public session. The founder’s company, MannKind, was applying for FDA approval of an inhaled insulin product; Shkreli, as part of his hedge fund strategy, was shorting the company’s stock.11
That kind of behavior – in addition to brash missives on Twitter,12 wunderkind status on the annual Forbes 30 under 30 list, all-day live streaming of his computer screen and office activities, and, more recently, his multimillion dollar purchase of the only copy of a new Wu-Tang Clan album, only to fight publicly later with the artists over the purchase – got Shkreli attention in biotech circles.13
Yet pharma’s bad boy wasn’t in California in January 2016, having just starred in the industry’s biggest public relations disaster in years. In September 2015, Shkreli’s latest company, Turing Pharmaceuticals, became the subject of intense scrutiny after raising the price of a drug by almost 5,500 percent overnight.14 Turing had bought the rights to Daraprim, an antimalarial drug also used for treatment of infections common in HIV-positive patients, for $55 million. The company then immediately raised the price of the drug from $13.50 a tablet to $750 a tablet.15 A one-month course of the drug became $20,000, up from just $400 before the increase. The magnitude of the price increase for a potentially lifesaving drug led to immediate public outrage, particularly because the drug was originally approved in 1953 and had been off-patent for decades. In the midst of a heated 2016 presidential primary season, candidates including Hillary Clinton, Bernie Sanders, and Donald Trump denounced Shkreli’s actions, and Daraprim soon became the most dramatic example of exorbitant price increases. Drug pricing had once again become a political issue and a core part of campaign messaging. Shkreli eventually promised, and then quickly walked back, a price decrease.
Shkreli was not alone in his tactics; the media’s newfound villain just took the blunt of the criticism. Other companies, such as Valeant Pharmaceuticals, also came under fire in the fall of 2015. In one example, Valeant sold a drug called Duexis that simply combined the active ingredient in Motrin with the active ingredient in Pepcid, but charged $1,500 for the privilege of a monthly prescription.16 Prescribing the two drugs separately would cost no more than $40, but Valeant had increased the price of its combination drug by about 1,000 percent in the four years since the drug was introduced.17 Notably, Valeant also pushed its main competition out of the market. According to the New York Times, Valeant acquired Vimovo – a simple combination of naproxen (Aleve) and esomeprazole (Nexium) – and then immediately raised the price to make it equal to that of Valeant’s drug.18 Around the same time as these stories broke, federal prosecutors announced an investigation of Valeant, for reasons discussed later in this book.
Criminal investigations were numerous that fall, with the most notable being the arrest of Shkreli early in the morning of December 17, 2015. Federal authorities charged Shkreli with multiple counts of securities fraud and conspiracy, reaching back to his tenure at MCMB Capital and Retrophin, a previous pharmaceutical company.19 Allegedly, Shkreli had taken money from Retrophin to pay back investors who lost money at MCMB.20 (The FBI also made sure to inform the public that the Wu-Tang Clan album had not been seized – sorry, Clan fans.)21 Shkreli resigned from Turing the next day, and then made a famous appearance testifying in front of the House Committee on Oversight and Government Reform in February 2016. With charges pending against him, Skhreli answered every question, no matter how trivial, with a knowing smirk and the same response: “On the advice of counsel, I invoke my Fifth Amendment privilege against self-incrimination and respectfully decline to answer your question.”22 The spectacle lasted no more than ten minutes.
While Shkreli smirked his way through his congressional hearing, attendees at the 2016 J. P. Morgan Conference were far more worried. Big Pharma and its perceived excesses were back in the spotlight, and attention was shifting to a core pharma revenue strategy – simply raising prices. Price increases had occurred across the board, on everything from gallstone treatments to, stunningly, the drug used for physician-assisted suicide.23 A shocking Wall Street Journal piece revealed that between 2010 and 2014, U.S. prices for the thirty best-selling drugs rose four times faster than prescription volume, and eight times faster than inflation.24 Put another way, 80 percent of the growth in profits of the twenty largest drug companies in 2015 resulted from price increases.25 Put still another way, customers of CVS Health spent 12.7 percent more on drugs in 2015 than in the previous year, and more than 80 percent of that additional spending was the result of price increases.26 U.S. President Barack Obama even got into the academic mix, publishing a paper in the Journal of the American Medical Association that, in part, called attention to rising spending on prescription medication.27 And in the days before his 2017 inauguration, the next U.S. president, Donald Trump, sharply criticized the pharmaceutical industry. “We have to . . . create new bidding procedures for the drug industry because they’re getting away with murder. . . . Pharma, pharma has a lot of lobbies and a lot of lobbyists and a lot of power.”28
The brunt of the pain is felt by U.S. citizens – one drug that costs less than $400 a year in some countries has a list price around $300,000 in the United States.29 The rest of the world, however, has not been immune to the plague of skyrocketing prices, and some governments have taken dramatic action. In a popular story, the New York Times reported on an unprecedented deal the Egyptian government struck with Gilead, in which Gilead provides its $84,000 hepatitis C treatment, Sovaldi, to the Egyptian government for $900, in exchange for strict distribution requirements to prevent black market sales, particularly to countries where the price is dramatically higher.30 Egypt then provides the medication free to its citizens, a country so ravaged by hepatitis that it spends one-third of its national health budget on the disease.31 Similarly, in 2016, Colombia’s health minister forced Novartis to lower the price of its Gleevec leukemia treatment, a medication that costs $15,000 per year in Colombia, where the average annual income is approximately $8,000.32
With this information about global pricing scandals out in the open, everyone at the conference buzzed about pharmaceutical pricing. Presenters dismissed concerns and talked strategically about price increases. At the Borgia Room in the Westin St. Francis, Biogen’s CEO answered questions about why the price of its multiple sclerosis therapies had only risen 3.9 percent in the previous year. (One of these multiple sclerosis medications, Avonex, had experienced a 93 percent price increase between 2000 and 2014, rising to more than $60,000 annually.)33 Biogen’s CEO responded: “We’re trying not to put a target on our foreheads … [Don’t want] to wave the red flag in front of the bull, whatever you want to call it.” Later: “It’s unlikely there will be any official government action on drug pricing this year.… Right now, it’s possible to take a price increase. But it’s wise to be prudent.”
A member of Sanofi’s executive committee was more blunt: “Everybody has to make money. Should it be surprising? We do serve different stakeholders.”34 Expressing similar frustration on an earnings call, the CEO of Alnylam decried the scrutiny as “political demagoguery,” but admitted that companies would now need to “think about their growth based on productivity not based on artificial price increases.”35 During its J. P. Morgan conference presentation, AbbVie revealed projections that its operating margin would increase to 50 percent by 2020 compared to a 36 percent margin in 2014.36 That improvement would occur as part of a $17 billion revenue increase in the same time frame, with only $4 billion of that increase attributable to newly introduced drugs from the development pipeline.37 On the basis of current trends, most of the remaining $13 billion would be generated by price increases, not increased sales volume.
Of course, Shkreli and other pharmaceutical executives would tell a different story about high prices. New treatments have immense value in improving quality of life, extending life spans, and eliminating the need for invasive medical procedures to be used instead.38 The hefty price for some of these pharmaceuticals reflects the value they offer to patients.
There is certainly some truth to these statements, as well as an obvious counterargument: Why would prices of existing drugs, some of which have been available for decades, increase when constantly improving medical care would suggest that their relative value should decrease or remain stagnant? The routine price bumps suggest that pharmaceutical companies are taking advantage of price inelasticity and minimal competition to push pricing to its limit.
All of this begs the question: How do these price increases go unchallenged? Shouldn’t other drug makers step in to provide competition in the marketplace? That is where generic drugs enter the picture. Always looming in the back of the minds of pharma executives is the threat of generic competition. Nothing has more power to shift the all-important bottom line. A United Therapeutics executive at the J. P. Morgan event referred to a generic launch as a generic intrusion.
In a way, generics are quite an intrusion. Brand-name drug companies, who enjoy a monopoly in the market for a drug until generic entry, face a nearly instantaneous plummet in market share and price. Within a year of entry by the first generic, a brand-name drug generally loses an average of 80–90 percent of its market share.39 As multiple generic competitors enter the market, the price of most drugs eventually falls to 15–20 percent of the original brand-name cost.40
For companies that rely on just one or two patent-protected drugs for the majority of their revenues, generic competition can be a rude awakening. Considering that generic entry often coincides with the expiration of a brand-name company’s patents or FDA exclusivities, it is no surprise that looming generic competition is often referred to as the “patent cliff.” Channeling his best eulogist, Shkreli once tweeted about the brand-name view of the patent cliff:
Every time a drug goes generic, I grieve. Let us not mourn the dearly departed, instead celebrate the profits and new assets it has brought us. – @MartinShkreli, April 10, 2012, 7:46 A.M.41
Hold your sympathy for drug makers, however – this humbling event of patent expiration is supposed to happen! As citizens, in fact, we actually bestow limited-time rights on drug companies in the form of patents. Society gives companies the opportunity to make billions, and with good reason. The hope is that the promise of that opportunity will incentivize companies to innovate in ways that will benefit all of us. Patents are not the type of inalienable rights to life and liberty one might think. Nor are patents the same as core rights in our homes and land.42 Rather, patents are time-limited government grants that exist for a specific purpose only: that is, to incentivize innovation for the benefit of society.43
In the pharmaceutical space, the prevailing explanation for strong patent rights is the following: given the astronomical cost of drug research and development, patents provide a necessary period for pharmaceutical companies to recoup their costs and profit from their invention. In return, society benefits from new treatments, and we hope some of the earnings are returned to future research and development. Celebrate the profits, celebrate the assets, and then return to research!
Pharmaceuticals have long served as a prototypical example, sharing the pedestal with blockbuster movies, for the continuing benefits of intellectual property, because of their high initial fixed costs along with the multiple research failures and dead ends that occur on the way to producing one medication that receives market approval.44 (Researchers disagree vehemently about the costs of getting a medication to market, but most research puts the expense somewhere in the high hundreds of millions or even billions of dollars.)45 In designing those rights, society strives to strike the proper balance, giving pharmaceutical companies the opportunity to recoup investment without blocking the incentive for others to innovate further in the future.
That balance means all good things must come to an end – maybe. When a drug’s patents or exclusivities expire or are found invalid, in theory, anyone who can obtain FDA approval becomes eligible to sell the medication, and thus generic competition begins. The expectation is that the brand-name pharma company, having likely enjoyed more than a decade of unimpeded sales, heads back to the lab bench, ready to discover new treatments with improved therapeutic benefits for patients. R&D activity, however, is expensive and difficult – mergers, acquisitions, and obstruction are cheaper and simpler. As a result, it has become far too easy to spend time and resources exhausting legal and regulatory options, pushing the patent cliff as far away as possible.
The temptation to avoid the impact of the patent cliff can be overpowering when even a few months of additional monopoly profits can be worth hundreds of millions of dollars or more.46 For example, Gilead’s previously mentioned hepatitis C drug, Sovaldi, earned $7.9 billion in sales in 2014, making it the top-earning drug in the United States. Three additional months of sales at that rate would be worth $1.98 billion. Similarly, Pfizer’s Nexium took in $5.9 billion in revenue in the same year – three additional months would be worth $1.48 billion.
These enormous and precariously fleeting revenue streams encourage companies to expend tremendous energy blocking generic entry by any means possible, with companies using ever more clever and complicated strategies. As a result, many pharmaceutical firms may no longer compete solely on the basis of innovation, but rather on their ability to manipulate policy mechanisms and pathways to extend monopoly and duopoly terms. The lure of the easy way out means that many companies fail to follow the advice of their colleague Mr. Shkreli and instead prolong the generic mourning period.
Of course, this behavior undermines the goals of intellectual property and can provide less than optimal innovation and pricing effects. As an example, let us return to Mr. Shkreli and his actions at Turing. While Daraprim was already off-patent at the time Turing purchased distribution rights for the drug, Shkreli’s company used a modified version of an emerging generic delay strategy to keep all competition off the market, allowing the eye-popping price increase to occur.
Specifically, when Turing acquired the rights to Daraprim, it maintained a restricted distribution system originally put in place by Impax, the previous owner.47 In fact, Turing requested that a restricted distribution system be established before the sale occurred. As we will discuss later, restricted or controlled distribution systems are mandated by the FDA as part of safety protocols when a drug presents special concerns regarding safety, administration, or storage. Yet Impax (and later, Turing) instituted its restricted distribution system without the FDA and for no apparent safety reason at all, making the drug only available through Walgreen’s Specialty Pharmacy.48 Along with creating access problems for hospitals,49 the move in part may have been designed to make it difficult for generics to gain access to the samples needed to gain approval for a generic version of the drug.50
Comments from Turing executives support this implication. In response to the Daraprim pricing controversy and the potential for generic competition, the director of patient access at Turing said the following: “Most likely I would block that purchase [by a generic]. We spent a lot of money for this drug. We would like to do our best to avoid generic competition. It’s inevitable. They seem to figure out a way [to make generics], no matter what. But I’m certainly not going to make it easier for them.”51 The comments suggest a concerted effort to block generic competition, and a failure to accept the intent of the generic drug system. Although Turing executives may have spoken more directly than others, actions in many corners of the pharmaceutical industry reflect a similar mind-set. Turing’s actions, specifically the use of restricted distribution to block competition, are now under investigation by the New York attorney general, and U.S. lawmakers have also called on the FTC to look into the Turing business model.52
As other academics have detailed, the Daraprim system was not the first time a Shkreli-led company implemented a restricted distribution system.53 Notably, Shkreli’s previous company, Retrophin, bought the rights to a rare kidney-disorder drug called Thiola. Retrophin increased the price of the drug 2000 percent from $1.50 to $30 a pill, but it also created a still-active closed distribution system known as “Thiola Total Care.”54 This system requires a patient and the patient’s doctor to fax enrollment forms to Retrophin, which then manages direct shipments not through an online system but only over the phone.55 Notably, although it may be a technical error, the enrollment form on the Total Care Hub Web site automatically fills in the bubble for “dispense as written,” which would prevent a pharmacist from substituting a generic form of the drug for Thiola.56 Documents that Turing turned over to Congress in advance of the infamous February 2016 hearing revealed that, internally, it was known that “exclusivity (closed distribution) creates a barrier and pricing power.”57
That is what this book is about: the schemes, strategies, and tactics – not competition, not R&D – that pharmaceutical companies use to keep prices high and generic drugs off the market, denying consumers billions in cost savings and health benefits every year. It is about more than price, revenue, and profit. These issues of regulation may be prosaically dry on paper but they are enormously important in effect. Astounding technological advances in medicine dominate the headlines and rightfully draw our attention. Legal and regulatory environments, however, play a huge role in how well these advances actually serve the public. Policy choices on issues as esoteric as how similar a generic drug’s fed-state bioavailability must be to its branded equivalent’s bioavailability can have just as large an impact on the quality of health. Hidden among these technical details are strategies for sky-high pricing. All consumers suffer, and for the less fortunate, the lack of generic competition can force patients to make a decision between refilling prescriptions and making rent.
From our perch at the UC Hastings Institute for Innovation Law, less than a mile from the esteemed Westin St. Francis, we have researched the strategies and tactics that have appeared over the years. These tactics range from downright illegal collusive settlement agreements between brand-name companies and generics, to complex webs of deals, to the profoundly absurd (a dispute over the type of orange juice used to test the safety of a generic), to truly puzzling patents (like one for an ineffective capsule that dissolves before it reaches the drug’s absorption site), to a single new sentence on a drug label claiming that the medication is better absorbed when taken with food, with the last scenario potentially preventing consumers from enjoying up to $3 billion in cost savings.
During this era of heated discussion of pharmaceutical pricing policy, it is critical to detail the behind-the-scenes mechanisms contributing to rising pharmaceutical costs. In the legal arena, it is also a time of immense litigation and conversation about the legality of certain delay tactics, with cases even reaching the U.S. Supreme Court. These policy discussions heighten the importance of revealing the complex webs that have been woven.
Further, as completely new types of drugs emerge, far different from the old-school pills and capsules we are accustomed to using, it is important to ensure that a robust competitive market of brand-name and generic medication exists, and that existing regulation is not being used to manipulate these markets. This book is not an exhaustive look into how pricing decisions are made, how pharmaceutical companies decide what drugs to develop or produce, or other issues related to drug costs including insurance policies, potential overprescription, and misuse. Each of those issues could fill its own tome. Instead, we focus on the mix of antitrust, regulatory abuse, intellectual property law, and clever marketing that encompasses the world of generic pharmaceutical delay and obstruction. Before we begin, however, we provide an overview of the unique landscape of pharmaceutical economics and a brief primer of how generic entry and distribution are currently regulated.
With that, we will never mention the Westin St. Francis or the 33rd Annual J. P. Morgan Healthcare Conference in stunning San Francisco again. Promise. We reserve the right, however, to return to Mr. Shkreli. Sorry.
B A Note before We Begin
Despite the excesses and concerns we detail in this book, pharmaceuticals have contributed immensely to improved health and quality of life across the world. Many treatments are now an essential part of everyday life. Every year, we see new cures developed through private invention. Despite pricing controversies, Sovaldi is essentially a miracle cure for hepatitis C. Research and development are expensive, and intellectual property systems are essential for incentivizing spending and innovation.
The concern, of course, is that pharmaceutical companies are shifting away from innovative activity, choosing instead to manipulate legal and regulatory pathways that sustain existing sources of monopoly revenue. This activity fails to improve medicine and health care, while subverting the intent of the patent system and the balance society has chosen between private incentives and the public good. It also blocks creative, new innovators from entering the market. A similar problem is at hand when pharmaceutical companies choose to introduce new versions of drugs or introduce drugs in already clogged market segments. Both of these actions generally fail to advance public health, keep prices high for consumers for long-existing treatments, and can be anticompetitive. Society needs new clinical trials – not new lawsuits, new mergers, or new extended-release, individually packaged antacids.
Granted, one cannot fully blame companies for engaging in behavior that is strongly in their economic self-interests when regulation is unclear or riddled with loopholes. If society wishes its interests to prevail, then the legal system must bring the incentives of the players into proper alignment with the goals of society, by creating either sufficient incentives or sufficient disincentives. We cannot expect the rats in the maze to run in the direction society wishes if the cheese is located at the other end. And, as the generic system in the United States currently operates, the cheese is poorly located. In this book, we will discuss concerns with current regulation and suggest avenues for reform.
C The Strange Economics of Pharmaceuticals
Drugs can save lives, improve our well-being, and help us maintain healthy lifestyles. But why do we (and our insurers) pay so much for them? Why are such large price increases possible? Better yet, when we receive a prescription, why don’t we know how much it really costs, or whether we’ll get a brand name drug or its generic? The answers lie in the complicated market structure for pharmaceuticals, where patients require drugs, doctors prescribe what they believe is the most effective medication, pharmacists fill these prescriptions, and an insurer picks up most of the tab. There is a decoupling of who makes drug choices and who pays for them – a classic informational problem of markets and economics.
In fact, the pharmaceutical market does not operate much like a standard market at all. In a perfect world, consumers deciding which drug to purchase would have complete information for the decision-making process. They would know about all the drugs available to treat their particular illness or condition; the efficacy, side effects, and risks of those drugs; the possible competitors and alternatives; and, finally, the price of the medication. Producers would have the same information, and Adam Smith’s famous invisible hand would work to bring the market to an equilibrium of supply and demand. “Perfect competition” would occur when there are enough producers and consumers in the market that price is eventually set at the marginal cost of producing the medication.
Using those definitions, the pharmaceutical market, unsurprisingly, is not particularly well-functioning. The problem starts with the initial fixed costs of development even to get one drug to market, which means that sales at marginal cost are nowhere near large enough to recoup the initial investment. If all drugs were instantly priced at the pennies on the dollar they cost to produce, we would not have any pharmaceuticals. Enter the patent system, which artificially creates opportunities for monopolies and duopolies over a certain period of time in exchange for disclosing the invention to the public.
These patent-created markets without competition set the stage for prices far above marginal cost. In other markets, such as the market for paper towels, people may look for near-substitutes instead of paying for the monopoly good. You’ll live with the standard roll when the extra-absorbent, organic, double roll is four times as expensive. But some pharmaceuticals exist in a market or class of their own. Patients aren’t going to give up their antidepressant for another drug when the efficacy is lower or unknown. The only true substitute is a bioequivalent generic.
Even in a monopoly market, however, price shouldn’t be unbounded. The niche market for extra-absorbent, double roll, paper towels isn’t a necessity when other classes of paper towel are available, and thus some price sensitivity exists. If demand falls for the special paper towels, the price should also fall, which would increase demand and allow our bespoke paper towel manufacturer to maximize its profits. Here, pharmaceutical buyers (everyone) still can’t catch a break. Many drugs are necessities for the patients who use them, especially those for rare disorders. The price is quite inelastic, meaning that demand is not responsive to price – people will pay whatever they need to secure the good. That might explain the Daraprim price increase: the drug serves to treat rare parasitic infections, and patients are unlikely to forgo treatment.58
Although some drugs may have no worthy substitute, many do. Numerous antibiotics can be prescribed for basic infections; an incredible number of topical rash creams are available, not to mention painkillers. Some of these drugs have generic equivalents; some do not. Here, the lack of perfect information comes into play.
The choice of a prescription is a classic principal–agent model,59 in which patients are the “principals” that allow doctors, the “agents,” to make prescription choices on their behalf. The decoupling of who writes the prescription and who ends up paying for the medication raises an agency problem in which the doctor has little incentive to keep costs low, especially when the doctor’s primary criterion behind a medication choice is efficacy. The doctor’s role is to prescribe the medication believed to be the best fit, and there is little reason for the doctor to choose something that is 99 percent as effective, even if the price is dramatically lower.
Our doctors sound a little callous there, don’t they? Why wouldn’t they think at all about price? It’s not malicious – doctors are involved in their own principal–agent relationship. They are not experts on drug prices, product hopping, and shifts in the pharmaceutical market – they have exquisitely imperfect information themselves. Instead, much of their new information about new drugs comes from promotional visits and information from branded manufacturers. Thus, some of their own agency regarding prescribing decisions is restricted by the stream of information they receive from drug manufacturers.
Further, doctors are bombarded by requests from patients who are subject to direct-to-consumer (DTC) advertising for medication on television, on the Internet, and in print media. The United States and New Zealand are the only two countries in the world that permit direct-to-consumer advertising,60 and this advertising has been shown to increase the number of patient requests or inquiries about specific drugs dramatically.61 Thus, it could be argued that patients actually have more agency over their prescription decisions in the United States than in other countries. However, these advertisements are generally only for new brand-name drugs, and they present information to a populace that is ill equipped to make informed decisions about whether the product is actually well-suited for them.62
At the next step, pharmacists act as an agent, filling the medication for the patient, although their control is generally limited to what is permitted by generic substitution laws. Quite a bit of substitution takes place at this step, however, since doctors often write prescriptions with the more well-known brand name, assuming that a generic will be prescribed if available. (Of course, advertising may mean a doctor may be more likely to prescribe a new brand-name drug that does not have a generic substitute.)
Other players include insurance companies and their associated “pharmaceutical benefit managers” (PBMs), who manage drug purchases for hospitals and insurers. Insurers will often institute differential co-pays for their policyholders depending on the type of drug that is prescribed. In turn, drugs can move up and down the co-pay price list, or “formulary,” depending on deals the PBM has made with the pharmaceutical company or their distributor. In some cases, insurers and PBMs may refuse to cover certain drugs when a worthy, cheaper substitute is available (or as part of a strategy to convince a manufacturer to lower prices).63 Yet even this standard pharmacy model is being challenged by so-called specialty pharmacies that stock a limited selection of drugs. We noted this practice earlier in the context of Daraprim, and will discuss it further in Chapter 4. By only allowing prescriptions for particular drugs to be filled at particular pharmacies, the potential for generic substitution, prescription changes, or insurer interference can be reduced dramatically for the brand-name company trying to hold on to its market position.
In general, PBM discounts and deals are so prevalent that few insurers actually pay the “list” price for a drug. Some commentators have compared the system to the maximum hotel room rate that hoteliers are required to post in a room – it is there and it represents some sort of theoretical maximum, but no one has actually ever paid that rate unless the Super Bowl or Beyoncé or both are in town.64 Thus, no one really knows what a drug will cost for any given person – certainly not the doctor prescribing the drug or the patient paying for it!
Some pharmaceutical manufacturers have argued that these discounts from the “list price” should allay concerns about rising prices. If those high prices are never actually being passed on to insurers or consumers, perhaps the price is more of a negotiating tactic than an actual concern for the market. Recent Bloomberg data show, however, that postrebate price increases for many drugs still come in substantially above inflation.65 Even after factoring in average discounts of 37 percent in 2015 for the drugs studied, list prices still increased anywhere from 22 percent to a whopping 442 percent from 2009 to 2015.66
At the end of the road, we finally meet our patient, who pays the pharmacist whatever the co-pay is for the prescription – which is the balance after insurance coverage is factored in. The uninsured often will face the list price of the drug, meaning they end up the worst of anyone in this complicated web. The insured, however, are not immune to sticker stock. Even with Medicare coverage, for example, yearly co-pay prices for expensive rheumatoid arthritis and cancer specialty medications can range from $4,000 to nearly $12,000 – staggering numbers that are prohibitive for many covered patients.67
Even at this stage, the principal–agent problem arises in yet another odd form. Although one could describe the insurer as the principal – given that the insurer pays much of the cost – patients can work directly with pharmaceutical companies to change what they pay while still pushing the bulk of the cost onto the insurer. Many pharmaceutical companies provide co-pay “coupons” or “rebates” directly to patients. These incentives discount the patient’s out-of-pocket costs for drugs at the point of sale, perhaps influencing the patient to purchase expensive drugs while shifting all cost (and risk) onto insurers. Thus, to paraphrase Stephen Hawking, it is principals and agents all the way down.68
The economic implications of such coupons are an ongoing subject of debate in pharmaceutical pricing. Massachusetts was the only state to have banned these coupons until its law was repealed (for drugs without generic equivalents) in 2012, and federal health insurance (including Medicare, Medicaid, and veterans’ benefits) users are ineligible for coupon benefits under antikickback laws.69
If the description of the process was confusing, that is because it is. There is a complete disconnection at every step of the process. Patients require drugs, have little idea about cost, and will only pay a small percentage of it anyway, sharply affecting their ability to respond to price. Doctors also do not respond to price, given that they are tasked with a mandate of efficacy and face no financial consequence for their prescription habits. Insurers and PBMs attempt to reduce their costs by making deals with wholesalers and pharmaceutical companies, which influence the actions of doctors, pharmacists, and patients. Those insurers and PBMs, however, face the majority of the cost for the drug despite having little to no influence over its prescription by the doctor and purchase by the patient. If you were for some reason looking for a reason to feel bad for insurance companies, there it is. But perhaps you should feel only a little bad; this completely decoupled chain of pricing information and responsibility eventually leads to higher premiums, low price sensitivity, and an opportunity for pharmaceutical companies to take advantage of the complexity by raising prices for everyone.
Differential pricing structures around the world tend to reinforce higher prices in the United States. Along with the lower prices that must exist to serve patients in lower-income countries, many developed countries have state-run health care systems that are able to negotiate prices with drug makers unilaterally. The United Kingdom’s National Health Service, for example, is the country’s only drug buyer and establishes what drugs it will make available to its citizenry, encouraging companies to cut costs.70 The diffuse configuration of buyers in the United States prevents any one buyer from gaining enough market power to make a big dent in prices. Perhaps most important, the largest American drug purchaser – the federal government – is barred by federal law from directly negotiating drug prices with pharmaceutical companies in key programs. Specifically, the U.S. government spent approximately $165 billion on prescription drugs for Medicare and Medicaid combined in 2014,71 which amounts to roughly 55 percent of the $298 billion total spent on prescription drugs.72 In other words, despite having $165 billion in purchasing power, the government cannot directly negotiate prices for Medicare and Medicaid!73
In addition, the United States generally has stronger intellectual property protections than many other countries. For example, drug prices became a subject of focus during negotiations over the Trans-Pacific Partnership trade accord as the involved countries sought to harmonize intellectual property regulations. The United States argued for twelve years of exclusivities outside patents for complex biologic drugs, while countries such as Australia wanted periods as short as five years to put lower-cost generics on the market more quickly.74 The final plan called for a flexible period that can be set between five and eight years in each country depending on circumstances.75 But even that period could have raised drug prices and decreased drug access in developing countries such as Vietnam that had signed on to the pact.76 With the TPP, the United States, to some extent, would have been exporting its own intellectual property protections abroad. In one of his first actions in office, however, President Trump scrapped the entire Trans-Pacific Partnership, as part of an effort to move away from free trade policies.
The international debate is yet more evidence of the unique place the United States occupies in the pharmaceutical industry, both in production and in purchasing. According to the Organization for Economic Co-operation and Development, the United States is both the world’s largest pharma producer, at 39 percent of global production, and the world’s largest purchaser, at 45 percent of global sales.77 In other words, domestic U.S. business sustains the pharmaceutical industry – the United States is the largest producer of pharmaceuticals, but it also provides a near-majority of the industry’s sales, in part of because of high prices.
One could argue that by serving as the main profit source for pharmaceutical companies, the United States is simply subsidizing lower prices in other countries. Maybe it’s Canadians who should be thanking us for providing the lion’s share of the pharma profit margin. The answer to that question is unclear – do pharmaceutical companies actually need the amount of return we currently provide, for example? – but what is clear is that a mix of dysfunctional market dynamics, strong intellectual property protection, and regulation has led to the complicated, expensive situation we have in the United States.
In many cases, the incomplete solution we have come up with is generic competition, which we introduce next. As this book warns, however, the generic revolution has its own challenges.
D Generics – a Brief Primer
The magic of generic substitution usually takes place without any intervention on the part of the patient. A doctor’s written prescription for Pfizer’s Zoloft is substituted seamlessly for a generic bottle of sertraline by the time the patient reaches the pharmacy. Patients who have standard sinus infections will probably leave their neighborhood drug store with the classic five-day boxes of azithromycin for $10,78 rather than boxes actually branded as a Zithromax Z-Pak. Automatic substitution is led by the pharmacist, who is often allowed to substitute a generic for a branded drug when available, and the public enjoys billions of dollars of savings with no action required on the part of either patients or doctors.79 Automatic substitution laws, known as state “drug product selection” (DPS) laws, exist in all fifty states to permit this action. In some states, automatic substitution is required when the generic equivalent is available. The patient’s incentives are also usually aligned with those of insurers and others involved in the payment process, who wish to pay less whenever possible and thus heavily promote the use of generics in their own lists of covered drugs. When generic substitution works, it works well, and generally to the benefit of patients – given the complexity of the system, it is impressive.
Today, almost 90 percent of all prescriptions in the United States are filled using generic medication,80 and 81 percent of all small-molecule drugs – your standard pills and potions – have a generic equivalent.81 When a generic is introduced into a market previously monopolized by a brand-name drug, the generic drug normally enters at a 20 percent discount from the branded medication within six months of launch, and the price falls quickly from that point.82 Eventually, most generics are priced at an 80 to 85 percent discount from their name-brand equivalents.83 Prices can even fall to 10 percent of the original cost when many generics enter the market.84 And, as noted previously, the brand-name drugs sold at the higher price quickly lose substantial market share. As an example, one recent study on the introduction of generic Lipitor found that the introduction of just a couple of generics decreased the number of brand-name prescriptions by 18 percent just one month after exclusivity was lost, with brand-name prescriptions dropping another 48 percent in the month after “full” generic competition began.85
Perhaps most important, the FDA estimates that consumers saved more than $217 billion in 2012 alone through the use of generics,86 with total savings of $1.68 trillion from 2005 to 2014.87 In the Lipitor study mentioned previously, median monthly out-of-pocket spending dropped from $17.50 when only brand-name Lipitor was available to barely above $5.00 for generic versions when many generics were available.88
One might call the generic revolution a miracle, but it certainly did not occur naturally or serendipitously. To begin with, the modern system of generic entry has only been in place for about three decades. Generic drug entry is covered by the Drug Price Competition and Patent Term Restoration Act, commonly known as the Hatch–Waxman Act.89 Passed in 1984, Hatch–Waxman created a pathway to generic entry meant to incentivize the speedy introduction of generic drugs to market. Before the act, generic entry into the market was slow.90 Would-be generic manufacturers could not apply to enter the market until after the branded company’s patents had expired, with the effect that brand-name companies enjoyed a de facto patent extension and ongoing monopoly profits as the generic awaited FDA approval.91 Brand-name drugs could face no competition for years after patent expiration. Further, few generics were entering the market to begin with. The burden of the application process, which required the generic to complete its own clinical trials, and the lack of substantial profits, deterred most manufacturers.92
As discussed in more detail in the Introduction, Hatch–Waxman offers generics a number of incentives to enter the market as quickly as possible, creating a complex web of regulation. First, prospective generics can submit an abbreviated new drug application (“ANDA”) before the patents for the brand-name drug have expired.93 These shorter applications only need to contain evidence that the generic is bioequivalent and has the same characteristics as the brand-name drug; they can rely on the brand-name drug company’s clinical trial data to meet the rest of the application requirements, including those related to the safety and efficacy of the drug.94
Second, in what is known as a Paragraph IV certification, a generic manufacturer can attempt to enter the market before the brand-name company’s patent term(s) have expired. This is considered an artificial act of infringement and it generally triggers litigation over patent validity.95 While the generic applicant has not done anything “wrong” in this case, the act of filing the application allows a brand-name company to sue and bring the dispute to a quick close. This also allows the generic applicant to face less risk in the process, since it has not actually infringed any patent and would not be liable for any damages if the patent were found valid. It is like being able to ask a court whether something would be illegal – that is, launching a generic in the face of existing patents – before actually doing so.
As a reward for facing the costs and risks of litigation, the first generic manufacturer to file a Paragraph IV certification and gain approval generally is entitled to 180 days (roughly six months) of market exclusivity alongside the brand-name drug.96 In other words, during the six-month period, only the brand-name drug and the first generic filer are allowed to be on the market. While only six months long, this duopoly period can be extremely valuable, potentially adding hundreds of millions of dollars to the first generic’s coffers before additional generics enter and drive the price down further.97 This benefit is intended to give generic companies an incentive to challenge weak patents or patents that should not actually cover the drug at issue.
The Hatch–Waxman Act has overwhelmingly met Congress’s goals of balancing adequate patent protection for original inventors with promoting the rapid introduction of generics once this patent protection has expired. Since 1984, more than 10,000 generics have entered the market,98 and the percentage of prescriptions filled with generics rose from just 13 percent in 198099 to around 86 percent by 2013.100 Further, generic manufacturers have the incentive and ability to enter the market immediately after (or even before) the original patent terms expire. Change did not happen overnight; nor was Hatch–Waxman the kind of legislation that engendered enormous public controversy and debate – and yet it ended up making one of the greatest changes to the health care system in modern U.S. history.
A second miracle has occurred alongside the dramatic rise of generics – for the most part, the benefits of Hatch–Waxman have held up despite its complexity and the persistent attempts at undercutting its aims. In fact, it is the complexity of Hatch–Waxman that has unfortunately created a veritable playground of opportunities that pharmaceutical companies have used to hold off generic competition. And it is these strategies that are the focus of this book.
Our goal for this book is twofold: first, to shine light on the complex strategies as they have unfolded over time, and, second, to suggest ways to cabin those behaviors and create incentives for companies to follow the path that is optimal for society. Quite simply, pharmaceutical companies should be directing their creative energies toward research and development, not toward inventing new legal challenges and regulatory obstructions.
To be clear, when pharmaceutical companies preserve their hard-earned patent exclusivity by legally knocking down generic challenges, such behavior is consistent with societal goals and important for the patent system. Rights are worth little if the rights holder cannot enforce them, and that is as true for patents as for any form of legal right. In contrast, when firms attempt to extend their monopolies unlawfully, such behavior undercuts the goals of the patent system, and the cost to society can be troubling. Patients and the general public lose, giving up billions of dollars in savings while ready-to-market generics languish on the sidelines. The energy spent on manipulation of the legal system diverts time and resources away from innovation activities.
The Introduction explains the Hatch–Waxman Act pathway to generic entry in more detail, discussing the economic incentives behind its structure and detailing amendments designed to improve the functioning of the act. The workings of Hatch–Waxman are quite complicated, even when compared to other legislation and regulatory regimes, and we will explain its principles and pathways in an easy-to-understand way that also highlights the reasoning behind each step in the process. From the beginning, Hatch–Waxman has faced issues with unintentional consequences, loopholes, and subversion. We also discuss early gaps in the act and later amendments designed to patch these holes.
Chapter 1 explains the origins of generic delay tactics, called “Generation 1.0” – the first of three “generations” the book uses to categorize the tactics that have evolved over time. The organizational system of generations that we use here is not meant to suggest that these each of these periods has taken place sequentially and separately. Some “Generation 1.0”-style settlements still survive; early “Generation 3.0” tactics have plagued generics for more than a decade – the overlap between generations can be substantial. Instead, the system serves as a helpful way of organizing sets of related tactics, and the use of “generations” implies that each era of tactics has evolved from or developed in response to strategies from previous generations.
Throughout the book, we detail examples of companies engaging in various aspects of the three generations of behaviors. The companies we describe, however, are not the only ones employing these tactics. Some companies have had the misfortune of landing in the spotlight, and some have been a tad more aggressive, but these behaviors are rampant throughout the industry.
In Generation 1.0, delay generally takes the form of “pay-for-delay,” or “reverse payment,” settlements, in which a potential generic manufacturer is simply paid by the pioneer drug maker, often hundreds of millions of dollars, to refrain from entering the market until a stipulated date. “Reverse payment” refers to the odd nature of the arrangement – instead of a defendant paying a plaintiff to settle a suit, brand drug companies pay off the generic to end a patent infringement lawsuit. The reasoning behind the counterintuitive direction of these settlements reflects the economics of pharmaceutical markets and unintentional incentives created by the Hatch–Waxman generic pathway. These settlements were commonplace for many years, but the Supreme Court’s 2013 ruling in FTC v. Actavis opened the door to intense antitrust scrutiny of such agreements.
Chapter 2 describes the rise of a new generation of pay-for-delay tactics – “Generation 2.0.” Beginning long before Actavis, these strategies generally involve the transfer of benefits from the branded firm to a generic manufacturer, but not through a simple cash settlement. Generation 2.0 agreements include patterns of multiple side deals, where two companies settle a number of Hatch–Waxman disputes at once, resulting in a net benefit for the generic firm but without any large, conspicuous payment. Other instruments include overvalued agreements wherein the generic delays entry, but it is paid handsomely to promote, manufacture, or otherwise assist the brand-name company with the sale of its drug. Finally, Generation 2.0 includes “boy scout clauses” – agreements to behave honorably that actually mask anticompetitive collusion. As described in Chapter 2, these side deals are now themselves facing antitrust scrutiny in the courts.
Chapters 3 and 4 provide a comprehensive look at emerging “Generation 3.0” strategies. Until now, these tactics have been deployed largely under the radar. Generation 3.0 tactics no longer focus on delay agreements with generic competitors, but rather on using administrative processes and drug modifications to obstruct generics from getting to market.
Many of these strategies have little justification beyond obstruction of generics, and some recent fact patterns are falling further outside the boundaries of common sense. Specifically, we will discuss delay mechanisms including drug labeling changes, using FDA safety requirements as a guise to restrict generic access, extending a drug’s life through minor dosage and formula changes, as well as what we call “multiplicity tactics,” in which a number of these mechanisms are exploited at once. Of course, once companies develop new obstacle strategies, they can be bargained away, and we are beginning to see new settlement agreements to that effect. Once again, the brand-name drug company can play the role of the “boy scout,” agreeing to behave well but doing it in a way that prevents further competition in the market.
Despite all of the troubling anecdotes, just how prevalent are these obstructionist strategies? In Chapter 5, we will share results from our deep look into drug-related citizen petitions submitted to the FDA. We identify trends over the last decade and demonstrate empirically that a process intended to allow ordinary citizens to petition the FDA has become a key avenue for strategic behavior by pharmaceutical companies to delay entry of generic competition. We also attempt to show empirically whether generic-related petitions are timed to delay the generic approval process.
Our Conclusion finishes with ideas for reforming the generic entry pathway. These ideas borrow from systems theory – looking from the perspective of how different systems interact to create opportunities and incentives to correct suboptimal behaviors. Moreover, to move the system away from hide-and-seek games, this section proposes the addition of standards-based legal rules. Most important, to avoid “death by tinkering”101 – that is, adjusting doctrines a little here and a little there without comprehensive logic until the entire area collapses under its own weight – this section suggests a deeper look and a more comprehensive overhaul of different intersecting regimes. We also suggest a dramatic increase in pricing and FDA transparency so regulators have the information they need to make informed decisions and the market functions better by resolving long-standing information gaps. Sunshine laws about pricing are already being considered by numerous legislatures across the United States.
Hatch–Waxman was indeed a brilliant legislative innovation, heralding nothing short of a miracle in the reduction of drug costs. Now, it is time to consider the next generation of the regime so those miracles are not swept away.102
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Introduction
The Winding Road to Generic Entry
The Hatch-Waxman Act is a deeply complex piece of legislation, codified in four different sections of the United States Code.1 While it creates a streamlined pathway for generic manufacturers to seek approval of their drug, it does so in a way that testifies to the difficulty of satisfying all stakeholders in the pharmaceutical market. The goal of protecting innovative activity, balanced with the desire to make low-cost drugs available to patients, has produced a labyrinthine series of statutes. Complexity breeds opportunity, however, and Hatch-Waxman’s legacy is littered with evidence of manipulation.2
This chapter focuses on the core components of FDA drug approval most often implicated in generic delay, in the clearest terms possible, omitting discussions of exceptions and complex subsections where appropriate. Later chapters will introduce other sections of the act to help make sense of these intricate games of generic delay. These include descriptions of amendments meant to tighten the functioning of Hatch-Waxman (while frequently creating their own difficulties). Hatch-Waxman’s establishment of a new generic drug landscape also means that an entire lexicon of jargon has developed to discuss the field, and this chapter will define the main terms and acronyms before continuing further.
Hatch-Waxman’s core contribution was allowing prospective generic manufacturers to submit an Abbreviated New Drug Application, almost exclusively referred to as an “ANDA,” to seek approval of a drug equivalent to one already approved by the FDA.3 To prevent weighing the material down in endless jargon, we will refer to ANDAs as “generic drug applications” whenever possible. A generic drug application must be for a medication that is bioequivalent to the brand-name drug,4 and it must generally have the same active ingredient(s), route of administration, dosage form, strength, use indications, and labeling information as the existing medication.5 Disputes over these characteristics become the battleground for many of the games that are played between brand-name companies and generics, so we believe it is important to provide a few definitions before moving forward.
Active ingredient: the ingredient in a medication that actually affects the state of the body. For example, in a capsule of omeprazole (Prilosec), an acid reducer, the shell of the capsule contains ingredients such as gelatin, butyl alcohol, and food dyes, but the only active ingredient is omeprazole. Generic drugs are commonly referred to only by their active ingredients.
Route of administration: how the drug is introduced or absorbed into the body. An omeprazole capsule is classified by the FDA as having an “oral” route of administration, unsurprisingly referring to the fact that the medication is swallowed. Other common routes of administration, as classified by the FDA, include “injection,” “intravenous,” “topical,” and “nasal.”
Dosage form: how the drug is packaged for use or consumption. Common dosage forms include tablets, capsules, suspensions (liquids), solutions (for injection or intravenous use), sprays, gels, films, ointments, and lotions, but less common forms are also seen, including lozenges, suppositories, and even shampoos.
Strength: how much of the active ingredient is contained within a unit of the medication. Strength is often referenced when discussing varying capsules or tablets – 25 mg tablets, 50 mg capsules, and so on. Other strengths are more complicated (e.g. “3 mg/mL of active ingredient in an intravenous solution”).
Use indications: the officially stated and approved uses of the medication. A drug may be approved, for example, to treat anxiety or to relieve pain following surgery. The FDA keeps an official list of “use codes” delineating uses of medications connected to patents – literally thousands exist.
Labeling information: any other information on a drug’s label or prescribing information. Examples include warnings such as “this drug should not be taken with alcohol” and information about how the medication should be taken (e.g. “once a day with a high-fiber meal”).
Once the generic can demonstrate these characteristics, however, the remainder of the approval process is significantly streamlined in comparison to approval of a new drug. The simplifying step is that the generic application can make use of a branded drug company’s preexisting clinical trial data that prove the safety and efficacy of the drug.6 This saves the generic applicant the years of work and great expense necessary to conduct new clinical trials.
As discussed in the Introduction, the Hatch-Waxman Act expressly allows the activity necessary to prepare a generic drug application to take place prior to the expiration of the patent on the original drug. Without such a provision, generic hopefuls had to wait until the patent expired before they could begin activity such as obtaining samples of the drug, developing their product, and engaging in the bioequivalence testing required by the FDA. As a result, brand-name companies could enjoy a monopoly well beyond the patent term because no generic could possibly be ready to enter when the patent expired.7 Under Hatch-Waxman, these activities are exempt from an assertion of patent infringement when used for development of a generic application.8 The exemption allows generics to file an application well before expiration of the patent, so that they can be ready for entry when the patent expires at the latest, rather than having to wait for patent expiration and only then begin the approval process.
The entire process of drug approval has changed substantially in the last 50 years. Before 1962, FDA drug approval requirements were incredibly lax by modern standards – drugs could simply be sold 60 days after information was filed with the FDA, as long as the FDA did not object.9 This process changed as a result of the thalidomide crisis in Europe in 1961, when thousands of babies were born with partially formed limbs and other severe birth defects after mothers were given the drug for nausea during pregnancy. In response, the U.S. Congress passed the Kefauver-Harris Amendments, which, among other changes, required manufacturers to prove the safety and efficacy of a drug before marketing approval could take place.10 While the amendments revolutionized attitudes toward drug safety and scientific rigor, they created a bind for generic drug makers wishing to follow the brand-name drug onto the market. In the 1984 case of Roche v. Bolar, for example, the United States Court of Appeals for the Federal Circuit, a U.S. appeals court that often hears cases related to patents and other intellectual property, found that prospective generic manufacturers could not use patent-protected brand-name information for research.11 Hatch-Waxman, which remedied this problem, was signed into law five months later.
Now, when a brand-name drug company files for FDA approval, the law requires that the company list all patents that “could reasonably be asserted” against a generic applicant.12 These are then recorded in an FDA document commonly referred to as the “Orange Book” because of its orange cover in print form. The document is formally known as “Approved Drug Products with Therapeutic Equivalence Evaluations.”13 (“ADP-TEE” didn’t quite roll off the tongue as well as “Orange Book.”) In ways both good and definitely bad, the Orange Book resembles outdated print methods of information organization, such as a phone book. The book is intended to serve as a compendium of all currently approved drugs and the information their manufacturers provide about them. In the modern world of search and data storage, the printed Orange Book is an outdated method of assembling information.
The Orange Book has played a prominent role in some of the game playing that has unfolded across time, mainly because its contents are, unbelievably, not subject to FDA verification. Drug makers can list any patent numbers they wish for a drug and any description of what those patents protect, and the FDA does not make any judgment on the validity of the contents. These listing decisions then have enormous consequences for the legal steps a generic company needs to take to reach the market. It seems strange that so much of the generic pipeline relies on an unchecked document (available only in print until recently) that is readily subject to abuse, but that is the system as it currently exists.
When a generic drug maker arrives later on the scene and files an application for approval with the FDA, the generic must make one of four “certifications” to each of the patents the brand-name drug maker has listed for the drug in the Orange Book.14 Most of these certifications result in limited fuss and bother because they either represent that all the patents have expired, that no relevant patents are listed in the Orange Book, or that the generic company will wait until all patents expire before taking the drug to market.15
All the action, however, is in what is known as a “Paragraph IV” certification. A Paragraph IV certification alleges that the listed patent either (1) is invalid or (2) would not be infringed by the generic drug application.16 The goal is to resolve questions of weak or misapplied patents so that the generic can enter as soon as possible.
A Paragraph IV certification is treated as an “artificial” act of patent infringement – as if the generic company had already started selling the drug. Thus, the brand-name drug company is permitted to initiate litigation, which it must do within 45 days of receiving notification from the generic filer. If the brand-name drug company does not litigate, the FDA is free to approve the generic’s application once the Agency verifies the safety and efficacy of the generic drug.17
Why would a generic applicant purposely choose to invite costly and potentially damaging litigation? First, there are weak patent claims – a topic that has inspired numerous writings about the state of the modern-day patent system. Generic companies have enjoyed considerable success challenging weak drug patents. One early study reported by the Federal Trade Commission in 2002 found that generic applicants won their “Paragraph IV challenge” 73 percent of the time.18 Another study from 2010 found that generics won fewer than 50 percent of their Paragraph IV challenges between 2000 and 2009; however, if settlements and cases eventually dropped by the brand-name company are included in the calculation, the win rate in this study rises to 76 percent for the 2000–2009 period as well.19
Second, baked into Hatch-Waxman is a significant incentive for the first generic to submit an application with a Paragraph IV certification to at least one of the listed patents for the drug. As long as the applicant does not lose its patent infringement case, the first generic filer generally is entitled to 180 days of marketing exclusivity alongside the brand-name drug.20 In other words, for about six months, only the brand-name drug company and the first generic can sell the drug; no other generic company can enter the market.
This essentially creates a duopoly consisting of the brand-name drug and the first generic for 180 days. The FDA is not permitted to approve any other applications with a Paragraph IV certification until the 180-day period elapses; the period is generally deemed to begin when the first commercial marketing of the drug takes place.21 Generic entry normally occurs after one of the following events: all relevant patents and exclusivities expire; the generic drug maker wins a challenge invalidating all relevant patents or finding that infringement did not occur; or the generic company reaches a settlement with the branded drug maker allowing entry. This six-month exclusivity period can easily be worth hundreds of millions of dollars to a generic, representing a substantial majority of the potential profits to be gained from generic entry.22
The entire Paragraph IV process is intended to give generic companies an incentive to do battle with powerful pharmaceutical companies. (This metaphor may have had stronger relevance at the start of the modern era of generics. With the tremendous consolidation in recent years, many generic companies are now subsidiaries or units of much larger pharmaceutical conglomerates. The battle is now more likely to be Part of Goliath vs. Part of Goliath, with fewer actual Davids on the scene.)
The Paragraph IV first-filer exclusivity is thus an enormous incentive for a generic applicant to file as soon as possible and secure the six months of exclusivity. In addition, if the generic succeeds in overturning the patent, the generic also gains market entry long before the patent would have expired. The artificial nature of the patent infringement action provides other benefits as well. It allows the generic to trigger litigation without actually entering the market and potentially accruing substantial damages. Despite its many benefits, however, this complicated and lucrative pathway has made Hatch-Waxman susceptible to abuse, due in large part to the economic incentives created by the exclusivity period.23
Going back to the filing process – if the patent holder chooses to initiate litigation, a 30-month stay is placed on generic approval. The goal is to allow the infringement litigation to work its way through the courts while the FDA continues reviewing the generic application.24 The generic application cannot be approved for 30 months, however, unless a court enters a final order declaring the patents at issue invalid, unenforceable, or not infringed.25
Although Hatch-Waxman generally is discussed in the framework of generic drugs, the act also was designed to add new protections for brand-name drug companies. Given the U.S. Patent and Trademark Office’s patent approval process and the FDA’s own approval process for the drug, which generally overlaps with a portion of the patent term, the effective life of a drug patent is often substantially shorter than the 20-year patent term.26 Thus, Hatch–Waxman allows pharmaceutical companies to receive an extension of the patent term, in an effort to partially restore the time lost to the approval processes.27 This “restoration” is the origin of the Hatch–Waxman Act’s full name, the Drug Price Competition and Patent Term Restoration Act.
The Hatch-Waxman Act also provides some new drugs with methods of keeping others out of the market in addition to patents. These are known as nonpatent exclusivities. For example, drugs with an active ingredient never before approved by the FDA are eligible for either four or five years of what is known as a “marketing exclusivity.”28 This is not an extension of the patent term – it only means that the FDA is not allowed to accept generic applications that use the original drug maker’s data for at least four years after initial FDA approval. Although a generic applicant theoretically could engage in the lengthy and expensive process of conducting its own clinical trials, the cost would be prohibitive. An original drug maker receives a 20-year patent to help recoup such costs, while the most a generic applicant could get would be six months of a duopoly.
This nonpatent exclusivity in Hatch-Waxman gives the brand-name drug maker breathing space before a generic company can start the ball rolling. The brand-name drug maker is guaranteed at least four years without direct competition, even if the patents are invalid.29 Other exclusivities are available, for example, for new clinical studies that lead to new indications or formulations of an existing drug (three years) or for drugs with indications to treat certain rare diseases (seven years, as established under the Orphan Drug Act).30 In all, there are at least 13 forms of nonpatent exclusivities available under various statutory regimes.31
Important changes have been made to Hatch-Waxman and its related mechanisms since its enactment, mostly notably through the Medicare Modernization Act in 2003 and the Food and Drug Administration Amendments Act of 2007.32 Many of the changes were aimed at curbing abuses and plugging loopholes in Hatch-Waxman, and they will be discussed in the chapters ahead.
In short, Hatch-Waxman set the stage for a new era in medicines: generic competitors were able to develop and test their products, as well as apply for FDA approval, before expiration of the brand-name drug company’s patent. In addition, the Hatch-Waxman Act created incentives for generics to challenge weak patent claims. The goal, essentially, was to speed generic versions of drugs to market as quickly as possible, introducing competition and dramatically lowering prices for consumers.
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“Generation 1.0”
The Rise and Fall of Traditional Pay-for-Delay
A The Basic Contours of Pay-for-Delay
With Hatch-Waxman enacted in 1984, the stage was set for a new era in pharmaceuticals. But the new dawn was considerably chillier for brand-name drug companies. Having spent hundreds of millions, if not billions, on research and development, the prospect of losing additional profits loomed large on the horizon. Imagine watching this impending storm of competition from the perspective of a brand-name drug maker. Suddenly, the government wants generics to challenge your hard-earned patents and looks favorably upon early entry. What can you can do to maintain exclusivity? You spent hundreds of millions, if not billions, on research and development – now, how can you ensure that the monopoly profits last as long as possible? Why not just pay the generic competition to stay out of the market?
With so much at stake, the strategy of pay-for-delay emerged. It is a darkly ingenious approach in which the brand-name drug company shares a portion of its monopoly profits with the generic company in exchange for the generic company’s agreement to stay out of the market. The pay-for-delay strategy sparked conversations about antitrust, competition, and generic access that have raged in health policy and intellectual property circles for years.1
Specifically, in pay-for-delay, a brand-name company settles its lawsuit with the generic company, usually patent infringement litigation spurred on by a Paragraph IV certification in a generic application. Under the terms of the settlement, the generic receives a cash payment and agrees to delay its entry into the market for a specified period. For example, “Brand” Company might have four years left on its patents on Drug X, but “Generic” Company is challenging the patents. To maintain its lock on the market for as long as possible, Brand might pay Generic $150 million to delay generic entry of Drug X for three years, by dropping the suit and agreeing on a specific date when Generic can enter.
These settlements are sometimes referred to as “reverse payment” schemes, a reference to the fact that payment is transferred from the suing brand-name drug company to the defending generic competitor. This runs counter to the standard expectation that a defendant would pay a plaintiff to settle a suit. The practice first came to light when Paragraph IV challenges significantly increased in the decades following Hatch-Waxman’s enactment. Few drugs were subject to a Paragraph IV challenge immediately after the passage of Hatch-Waxman, but 55 percent of drugs approved between 2000 and 2002 were challenged.2 By 2006, the median time from FDA approval of a brand-name drug to the first Paragraph IV challenge by a generic company had dropped to a flat four years for all categories of drugs.3 That four-year figure is particularly significant because the FDA cannot accept a generic application with a Paragraph IV certification until four years after the brand-name drug was initially approved, for brand-name drugs with new active ingredients.4 Thus, when drugs with new ingredients, which are likely to be popular or novel, are approved, generic challengers are filing with the FDA as soon as they are allowed under the law.
Put another way, more drug patents and drugs are challenged than ever before, and generic drug manufacturers are gathering resources to make challenges more quickly than they ever did previously. Today’s new blockbuster drug generally can expect to be subject to a so-called preexpiration challenge. In response, drug manufacturers have developed responses to keep generics off the market.
The insidious element of pay-for-delay settlements is that the incentives of both the brand-name drug company and the generic company are aligned with each other – but not with society’s interests. In particular, a generic may find it more lucrative to enter into a pay-for-delay settlement than actually pursuing a lawsuit to its conclusion – in fact, a generic application might even be filed with the intent (or hope) of eventually managing to secure a settlement from the brand-name drug maker. Once again, the economics of competition come into play when describing this phenomenon.
The value of a pay-for-delay settlement is best understood by realizing that both the brand-name company and the first generic can obtain substantial benefits through a settlement delaying entry.5 When the first-filing generic enters the market, it is entitled to six months of marketing exclusivity alongside the branded drug. This period is valuable – valuable enough that it also leaves both parties open to bargaining. Unfortunately, in creating an incentive for early entry, Congress and the FDA also created a bargaining chip that can be essentially sold away to brand-name drug companies.6
A generic could easily prefer an agreement to delay entry over the risks of losing in court, knowing that the agreement will still guarantee six months of duopoly that may not otherwise be available. The generic has locked in its right to the exclusivity period by filing first, and this period generally is not forfeited absent a court judgment finding the patents valid. The six-month exclusivity benefit for first generic filers was designed so that generic filers would have an incentive to challenge the validity or the application of patents. Instead, the generic and the patent holder settle, and the generic still walks away with the benefit. In other words, the six-month exclusivity was designed for the benefit of society but operates here for the benefit of the companies alone. Instead of getting generic drugs to market as quickly as possible, society gets delays.
The incentive for the generic company to agree to delay is even stronger when the brand-name company throws in some form of payment. The generic filer still gains the benefits of the six-month duopoly period, but it receives an additional payment as well – a payment that results from inflated drug prices. Specifically, during the period in which the generic has agreed to stay off the market, the price of the drug stays at its height; the brand-name company shares some of its profit from those high prices with the generic company. Both are perfectly happy. It is consumers who lose out.
The scenario is the bizarre consequence of the 180-day exclusivity bargaining chip. Without the exclusivity incentive, a Paragraph IV challenge would have one of two endings: losing the challenge or winning the challenge and being able to enter the market – along with any other competitor who wishes to enter. As the first generic, your profits would be limited to what you could secure in the short amount of time before other competitors joined the market, with the price dropping quickly as more competitors enter. Today, this lead time is unlikely to be long, given that many generics are ready to submit applications as soon as such applications can be accepted for a drug.
When the six-month exclusivity period is available, suddenly the generic has the incentive to be the first entrant – but the kicker is that it does not really matter when that entry takes place! The alignment of incentives occurs because, in most cases, the actual entry date does not matter as much to the generic as does securing the entirety of the six-month marketing exclusivity period.7 If annual sales are unlikely to fall sharply before the expiration of the patent term, selling the generic a few years later is unlikely to dramatically change the sales the first generic will garner during the six months of duopoly. In fact, as Professor Scott Hemphill notes, the case of increasing sales for a drug would present the scenario in which a generic would prefer later entry in order to enjoy a more profitable exclusivity period.8
In all, if a generic does not need to win its Paragraph IV challenge to hold on to the first-filer exclusivity period, and if a settlement does not lead to forfeiture of the exclusivity period, the generic might be willing to enter into a pay-for-delay agreement and guarantee its exclusivity.
Now, add in the complication that the uncertainty of litigation also applies to the branded firm under attack. Some patents are weak and some have stronger claims – so the actual picture is more complex. There are information asymmetries here in how much each party knows about the weakness or strength of the patents at hand.
In particular, the brand-name company in our example also faces uncertainty in the patent infringement suit it has brought against the prospective generic applicant. If it wins, the brand-name company will maintain its stream of monopoly profits through the end of its patent term, barring any challenges brought by other manufacturers. If it loses and patents are invalidated, duopoly competition will begin almost immediately, and both the brand-name price and sales volume will drop in the presence of the other competitor. If years of the patent term remain, this additional time could easily be worth of billions of dollars. A comparatively small payment – hundreds of millions of dollars or less – can guarantee that generic entry will be pushed back and the patents emerge unscathed.
Thus, the brand-name company’s risk leads to additional payment under a pay-for-delay scheme. The brand-name company has much more to lose than the generic; that is why we see payment in the direction of brand to generic.
Throughout all this strenuous negotiation, the biggest loser is destined to be the public, which continues to suffer higher prices during the period of delay. The FTC has estimated that reverse payment settlements cost consumers $3.5 billion each year.9
For example, suppose a branded drug is able to preserve four years of exclusivity through this type of settlement, a not at all unreasonable assumption.10 Perhaps the brand pays the generic applicant $500 million for this delay. At $1 billion in annual sales,11 the brand-name company retains $3.5 billion – that is, $1 billion each year minus the $500 million payment. The generic earns $500 million. Assuming a 20 percent price discount when duopoly competition takes place, and an equal sales volume before and after competition, that means consumers would lose $200 million a year in potential cost savings – 20 percent of $1 billion. Over the course of four years, consumers would forfeit $800 million in savings, an estimate likely to be conservative considering that further price drops would occur in subsequent years after generic entry, if additional generics enter as well.
B Pay-for-Delay as a Bottleneck to Entry
As discussed, pay-for-delay settlements are attractive because they offer substantial gains to both parties. They are also lucrative because the Hatch-Waxman incentive scheme can be used to reach a settlement without leaving the door open to other competition.12 It is reasonable to ask, in a situation where a generic has agreed to delay entry, why another generic filer would not try to swoop in and enter the market. The answer is simple. Only the first generic filer making a Paragraph IV certification on a drug is eligible for the six months of exclusivity. Even if the certification is withdrawn or the generic filer loses its infringement case, the six months of exclusivity are not available to any subsequent filer.13 Later generics with a Paragraph IV certification (arguing that a patent is invalid or improperly applied) cannot be approved until the six months of first generic exclusivity have elapsed.14
Thus, the first filer theoretically can create an absolute bottleneck by never starting the clock on its six months. In its early 2002 report on pay-for-delay, the FTC referred to this as “park[ing]” the exclusivity period.15 Parking the exclusivity period was less of a problem before a set of Federal Circuit cases in 1998. Until that time, the FDA had ruled that a generic applicant making a Paragraph IV certification had to win its patent infringement suit in court, in order to receive the six-month exclusivity period – the “successful defense” requirement. A settlement would not be enough. Two Federal Circuit cases in 1998 ruled that this was not the case, leaving the door open to settlements in which the generic could still enjoy its exclusivity without winning a challenge.16 This created the so-called bottleneck.17
As part of the 2003 Medicare Modernization Act, Congress made changes to Hatch-Waxman that can cause a generic first filer to lose its six months of exclusivity, a change that was meant to close the first-filer bottleneck.18 This “forfeiture” provision sets out a number of scenarios that can take away the exclusivity period. Notably, exclusivity can supposedly be forfeited in certain circumstances. This should occur if commercial marketing does not take place (1) within 75 days of the drug receiving final approval, or (2) within 75 days of the generic manufacturer either winning a case or entering into a settlement finding the brand-name patents to be invalid or not infringed.19 The generic company also may forfeit its exclusivity period if it does not secure tentative approval from the FDA within 30 months of submitting its application.20 Provisions such as these were meant to close the pay-for-delay roadblock loophole by punishing the generic for not seeing a case through and earning marketing approval by winning its patent challenges. The modified statute even allows exclusivity to be forfeited if the FTC or U.S. attorney general determines a settlement to be an antitrust violation and wins its case in court.21
Parties, however, have found a way to work around the new provisions in drafting pay-for-delay settlements. Academics and practitioners have discussed how the drafting of the provision leaves a glaring loophole that seems to permit many pay-for-delay settlements to continue to hold up other generic applications from approval.22 Specifically, forfeiture from a “failure-to-market” event occurs only when the later of two conditions is satisfied: (1) 75 days have passed since the first generic application is approved or 30 months have passed since the generic application was submitted and (2) 75 days have passed since a final court determination that the patents in question are invalid or not infringed.23
In this case, “final court determination” includes court-signed settlement orders entering a final judgment that the patent is invalid or not infringed, a definition you, too, can find if you make your way to 21 U.S.C. § 355(j)(5)(D)(i)(I)(bb)(BB) in the United States Code. But if an event in (2) never occurs – if a final judgment of invalidity or infringement is not entered – the “later of” provision never applies and forfeiture does not occur.24 Thus, generics and brand-name companies can craft their settlements so as not to assign a determination of blame or reach a judgment on patent validity.25 Thus, one leg of the provision never occurs and the generic can settle without forfeiting anything.
In fact, five years after the 2003 amendment, monetary pay-for-delay settlements had instead increased, rising along with the popularity of Paragraph IV challenges.26 The new provision did little to stem the tide.
C Is Pay-for-Delay Actually Wrong? Pharma Heads to the Supreme Court
So far, we have spent this chapter describing how pay-for-delay works, the problems it can cause for generic approval, and the harm it can inflict on consumers. However, is there a sound argument that these agreements are actually unlawful? The most prevalent, and increasingly accepted, legal argument is that pay-for-delay agreements are anticompetitive given that they represent an agreement between two companies to capture the market and deny others competitive entry.
Pharmaceutical companies, however, have argued vigorously that pay-for-delay settlements are not anticompetitive, asserting that they can be understood as no more than devices by which the two parties respond to the uncertainty of patent infringement litigation – the same uncertainty we discussed in the previous section.27 The opposing argument frames a pay-for-delay agreement as follows: Given the uncertain nature of success in the lawsuit brought on by a Paragraph IV certification, the two parties calculate what they believe their relative position is in the litigation and then settle on the basis of what they believe to be the expected value of bringing the litigation to its conclusion. Consider a very simplified example – if a generic thinks it only has a 25 percent chance of succeeding in its lawsuit, perhaps it should settle so that it does not enter until the last 25 percent of the remaining patent term. Some argue further that such settlements are even procompetitive, because, in many cases, the generic is allowed to enter the market before the last relevant patent expires.28 A settlement that allows “early entry” is better than nothing, right? As a result of the settlement, the public will enjoy lower prices sooner than they would have had the Paragraph IV challenge never taken place – a result that would seemingly be consistent with the goals of Hatch-Waxman.
This argument, however, suffers from two flaws. The first is that the “procompetitive” argument about pay-for-delay lawsuits ignores the fact that Paragraph IV litigation specifically questions the validity and applicability of the patent.29 If the patent is invalid or inapplicable to the drug, the brand-name company should have no exclusionary power.30 In other words, there is no such thing as procompetitive “early entry” if the patent should not exist at all.
The same is true if the patent is valid but does not apply to this product. Once again, the patent should not be blocking the generic’s entry at all. Thus, nothing but immediate entry would be procompetitive. Everything else is unwarranted delay.
Life would be much easier in the patent system if all patents, and all claims within a patent, were valid. The system, however, is not wired in that manner. The volume of claims submitted to the patent office and the limited amount of examiner time for each guarantee a less than perfect system.31 One could fill an ocean with the amount of ink that has been spilled documenting and bemoaning the low quality of patents within the United States.32 In particular, as noted in the Introduction, a Federal Trade Commission Study found that generic applicants who challenged the validity or application of a patent won their challenge 73 percent of the time.33 Thus, one can never assume that just because a company holds a patent that the patent is either valid or validly applied to the drug at issue.
Given that a ruling in favor of the generic would allow immediate entry (as long as the FDA has also approved the generic), a settlement is practically guaranteed to delay market entry from when it would have otherwise taken place.34 Any exclusionary power for the brand-name company – whatever its scope may be – flows from holding a valid patent. If that patent should not exist, the brand-name drug company no longer has any right to try to prevent others from entering the market. It is not unlike the thought experiment of Schrödinger’s cat35 – the patent is simultaneously valid and invalid while Paragraph IV litigation is pending. We do not know which is true until a judgment is entered. Until the point of judgment, since one of the superposed quantum states is invalidity, pay-for-delay settlements can have an anticompetitive effect if litigation is not allowed to progress to its conclusion.
Second, even if a patent is valid, it is not a license to engage in any and all activity, no matter how anticompetitive.36 With any party that holds a legitimate monopoly position in the market, the antitrust laws place limits on what one can do with that monopoly power.37 In this context, the Supreme Court uses a variety of standard antitrust measures when judging whether a patent holder’s behavior violates antitrust law.38
Many traditional antitrust questions are raised by pay-for-delay settlements, starting with their potential negative effects on consumers.39 With timing set aside, in the abstract the agreements also function to allocate a market, by maintaining the brand-name drug’s monopoly, and to fix prices, by essentially agreeing to let the pharma patent holder continue to charge supracompetitive prices.40 Hemphill has referred to this as the “consumer-disregarding” effects of these settlements,41 and similar consequences in other contexts tend to invite Sherman Act antitrust scrutiny regardless of the circumstances. These settlements are especially troubling in the context of Hatch-Waxman, which was specifically designed as a procompetitive catalyst for generic drug development and marketing. Settlements undermine Hatch-Waxman’s intent to move patent bargaining into the open and therefore speed along the introductionof some generic drugs in cases of patent invalidity.42 One should note that cases attempting to attack drug company settlements as anticompetitive are not cases pitting the generic against the brand-name company – the generic also benefits from these agreements! The generic versus brand battles are limited to the initial patent infringement cases that end up being settled. Instead, the plaintiffs are generally government agencies such as the FTC or New York attorney general, or purchasers of the drug, such as insurers, who argue that the settlement led to inappropriately higher prices and caused harm to businesses and consumers. In fact, in the following case, Actavis was the generic that entered into the pay-for-delay agreement!
After years of FTC complaints and studies, and cases that bounced around lower courts, the Supreme Court finally weighed in with its 2013 decision in FTC v. Actavis. The case involved a pay-for-delay settlement with the agreed-upon generic entry date occurring prior to the patent’s expiration date.43 The parties were Solvay (now part of AbbVie), maker of the brand-name drug AndroGel (a topical testosterone treatment), and Actavis, filer of the first application for a generic version of the drug. In 2003, when Actavis submitted its application for approval of generic AndroGel with a Paragraph IV certification, Solvay initiated patent litigation.44 So far, so good.
In 2006, after the FDA had already approved Actavis’ generic application,45 Actavis settled with Solvay, with the parties agreeing not to bring a generic version of AndroGel to the market until 2015 – which, despite the enormous delay, was still 65 months before the 2020 patent expiration.46 In return, Actavis was paid between $19 and $30 million for each of the nine years of delay, an agreement worth multiple hundreds of millions of dollars.47 Actavis also agreed to help promote AndroGel as part of the settlement, but this provision was generally seen as a mostly valueless promise meant only to obfuscate the terms of the settlement.48 (Two other generic companies, who were not first filers, also settled with Solvay for far less.) The FTC filed lawsuits against all parties alleging antitrust violations. When the case reached the Court of Appeals for the Eleventh Circuit, the appeals court affirmed a lower court decision dismissing the lawsuits.49 It found that since the agreement was within the scope of the patent and allowed preexpiration entry, it was immune to antitrust scrutiny. By “scope of the patent,” the court meant that it believed Solvay was not abusing its AndroGel patent but rather using it only for its intended purpose – to exclude competitors from the market until the expiration date. While the court acknowledged that payments not to enter a market are generally antitrust violations, it distinguished Actavis because it involved a patent holder with exclusionary power.50
In a 5–3 decision with a majority opinion written by Justice Stephen Breyer, the Supreme Court reversed the Eleventh Circuit and ruled that the FTC’s case against a brand-name firm should not have been dismissed, further adding that pay-for-delay settlements are open to antitrust scrutiny.51 The Court declined to hold that reverse payment settlements are presumptively unlawful, however, preferring instead a rule of reason test to decide whether an antitrust violation has taken place.52
The rule of reason is a laborious standard that has been described by courts and commentators as difficult to meet and burdensome on both plaintiffs and the judicial system.53 The classic description of the rule of reason can be found in the seminal antitrust treatise by the late Philip Areeda.54 The plaintiff has the initial burden of establishing that the behavior restrains competition in a properly defined market, which includes delineating the relevant product and geographic markets. If the plaintiff meets this initial burden, the burden shifts to the defendant to show that its behavior serves legitimate objectives. If the defendant meets this burden, the plaintiff must then establish that the defendant could meet its objective using a less restrictive alternative. Deep breath – if the matter is still unresolved at this point, the court must weigh the harms and benefits of the restraint with the plaintiff shouldering the burden at this stage to show that the restraint is unreasonable on balance. Fun, right?
Together, the test involves complex economic analysis, requires extensive information about industries that may be difficult to obtain, and follows an amorphous set of standards that are difficult to pin down and establish. Thus, plaintiffs in an antitrust case try to avoid the rule of reason by framing the case to fit into one of a limited number of per se categories – categories of activities that are presumed to be illegal, such as price fixing or territorial allocation of sales territories.55
Although the rule of reason test traditionally has been the death knell for antitrust cases, the Actavis ruling actually improved the state of the field. In the decision, the Supreme Court opened the door to serious antitrust consideration by suggesting that lower courts “structure” the rule of reason in these cases.56 Most important, the Court concluded that “a reverse payment, where large and unjustified, can bring with it the risk of significant anticompetitive effects,” rebuking the Eleventh Circuit “scope of the patent” argument and giving credibility to the arguments that had long been made by academics and the FTC.57
In the aftermath of Actavis, courts and parties have taken the Supreme Court’s message to heart, at least when it comes to pay-for-delay settlements that are entirely in cash.58 In the FTC’s report on agreements between brand-name and generic companies in fiscal year 2014 – the first full year after Actavis – the FTC found that the number of suspected pay-for-delay settlements dropped to 21, compared to 29 in fiscal year 2013 and the record-high of 40 in 2012.59
Pay-for-delay agreements are also under fire outside the United States. In early 2016, the United Kingdom’s Competition and Markets Authority announced total fines of £45 million against pharmaceutical companies engaging in pay-for-delay settlements.60 Between 2001 and 2004, a brand-name company had paid generics £50 million to delay entry of a popular antidepressant into the UK market.61
Looking again at the United States, two cases, in particular, signal the beginning of the end for traditional delay games, leaving no doubt that the guidance in Actavis is being used to scrutinize these settlements heavily. In the case of In re Cipro, the California Supreme Court applied Actavis to California’s own antitrust law, which follows certain aspects of federal law.62 The case concerned a pay-for-delay settlement regarding Bayer’s popular antibiotic Cipro. In rendering its opinion, the court went to great lengths to discuss the fact that any patent might or might not be valid. “A critical insight undergirding Actavis is that patents are in a sense probabilistic, rather than ironclad: they grant their holders a potential but not certain right to exclude.”63 The court went on to explain that a patent is simply a legal conclusion reached by the Patent Office under time and resource pressure, which is why “Congress has elected not to make the issuance of a patent conclusive but, rather, subject to validation or invalidation in court proceedings.”64 Thus, the California Supreme Court implemented a “structured rule of reason” test for scrutiny of reverse payment settlements, one falling somewhere between the notion that such settlements are per se illegal and the amorphous rule of reason.65 The test focuses on whether the value of that reverse payment exceeded litigation costs combined with the value of any other services the generic might agree to provide to the brand – essentially, did the brand-name company pay the generic more than what they should have received for their legal costs and any contractual services it agreed to supply to the brand.66 Critically, the court held that in presenting any procompetitive arguments in favor of a settlement, the brand-name company may not include arguments that the patent is actually valid or that the settlement allowed preexpiration entry.67
Similarly, in the spring of 2015, Teva agreed to pay $512 million to settle a class action brought by purchasers of the company’s drug Provigil, a widely used narcolepsy drug.68 The lawsuit had accused Teva of paying four different generic competitors – who had all filed their generic applications for Provigil on the same day – more than $300 million to stay out of the market for six years.69 (Confusingly, Teva was one of those generic competitors before it acquired Cephalon, the original maker of Provigil.) The settlement was the largest ever for direct purchasers in a pay-for-delay case.
A little more than a month after settling with direct purchasers, Teva agreed to settle similar antitrust claims with the FTC, raising the total settlement to $1.2 billion, by far the largest settlement ever secured by the FTC.70 The settlement occurred five days after an unfavorable ruling from a federal judge in the case.71
At the end of the day, however, Teva may still have profited handsomely from its behavior – although not nearly as handsomely as it had expected. Shortly after reaching the pay-for-delay settlement in 2006, one high-level executive commented, “We were able to get six more years of patent protection. That’s $4 billion in sales that no one expected.”72 Even considering the FTC’s lower-end estimate of $3.5 billion in profit from the delay rather than the executive’s $4 billion comment, the company was still left with at least $2 billion after settling with the class action plaintiffs and the FTC.73 And, thus, pay-for-delay lives on in a variety of forms, as we will discover in Chapter 2.
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“Generation 2.0”
Complicating Pay-for-Delay
A Already Steps Ahead of Actavis
Although Actavis dealt a blow to traditional pay-for-delay settlements, it was years too late. By the time the decision was handed down, drug manufacturers had long moved on to other forms of settlement. With heightened scrutiny applied to pure cash pay-for-delay agreements even before the Actavis ruling, drug companies quickly began to combine delay provisions with noncash provisions. These noncash deals are meant to obscure the fact that the generic firm is still receiving large considerations, valued at tens or hundreds of millions of dollars, in return for delayed entry. In these “Generation 2.0” games, the reverse payment is still very much alive – just not so clearly denoted by dollar signs.
Before moving forward, we want to reiterate that our framework of “generations” does not imply that Actavis completely foreclosed Generation 1.0 settlements and replaced them with Generation 2.0 controversies – Actavis was decided in 2013, and, as we will discuss shortly, the first Generation 2.0 settlements occurred as early as 1997. In addition, cash payment agreements continued well into the 2000s and beyond. Instead, “generations” should be thought of as marking the evolution of delay strategies and grouping them in helpful organizations. Evolution does not mean previous strategies do not exist; the branches of a multigenerational family exist simultaneously although its members are of different ages, and all generations still have their place and unique strengths within the family.
This chapter will explore the structure of standard Generation 2.0 agreements, along with examples that demonstrate the evolving complexity of such settlements. Further, we introduce some of the consequences of increasing complexity: as some generic-hampering strategies have become the norm, pharmaceutical companies will now promise to refrain from certain actions in exchange for a delay, provisions we have dubbed “boy scout clauses.” The chapter also turns to a discussion of how these agreements have been interpreted by courts. Although the Actavis agreement itself was in part a “later generation” settlement – Actavis agreed to promote a separate drug made by the brand-name company as part of the deal – there has been a surprising amount of lower court judicial resistance to extending Actavis antitrust scrutiny to noncash deals. Recent decisions, however, have offered some guidance and consolidation in a confusing post-Actavis world.
We begin with the origins of “advanced” pay-for-delay strategies. The first Generation 2.0 settlement is generally understood to be a 1997 agreement to delay entry of K-Dur, a drug treating potassium deficiencies.1 The drug was manufactured by Schering-Plough (now part of Merck), and, in 1995, Upsher-Smith became the first generic to file a Paragraph IV generic application for K-Dur. (If all of these pharmaceutical companies are going to consolidate, can they not at least consolidate their names as well?)
Hours before trial was set to begin in the ensuing patent infringement case, Schering and Upsher reached a settlement. Upsher agreed to delay entering the generic K-Dur market for approximately four years. What differed in this first Generation 2.0 agreement was what Schering, the brand-name drug company, added to the agreement as a noncash consideration. (In fact, Schering appeared quite fearful of signing on to a cash-only deal.)2 Schering agreed to buy licenses to sell multiple Upsher medications – in particular, a cholesterol drug known as Niacor-SR, which Upsher had developed. Schering paid Upsher $60 million and agreed to pay royalties on Niacor-SR, depending on its sales of the product.3 Before the settlement was even ratified, the two parties quickly abandoned their plans to make Niacor-SR, but suspiciously left the $60 million “license” payment intact.4 (No refunds, it seems.)
In court, Schering and Upsher made an argument soon to be common in Generation 2.0 cases – that the $60 million payment was only for the licensing deal and had nothing to do with the delay of generic K-Dur.5
Schering and Upsher were prescient in their settlement design: the K-Dur case presents the archetypical form of a classic Generation 2.0 settlement.6 As part of these generic delay agreements, the two parties agree to provide services for each other, frequently referred to as “side deals,” that are frequently related to other drugs in one of the firms’ portfolios. Cash is often still exchanged, but it is disguised as a payment for the other services mentioned in the agreement.
These services can include 1) promises to promote or market other drugs (the “co-promote deal” seen in Actavis); 2) licensing deals as in K-Dur that allow the brand-name drug company or the generic to manufacture the other party’s drug; 3) “authorized generic” agreements permitting the generic to manufacture and/or sell the brand-name formulation as a generic without filing for generic approval, with profit-sharing or royalty deals attached; 4) agreements to share research and development duties on a future project; 5) deals to supply the brand-name company with raw materials for manufacturing; and more.7
In most cases, the result is that the brand-name company “overpays” the generic for the services the generic supposedly furnishes to the brand – with the difference between the market value and the actual payment constituting the cash consideration for the delay.8 In the alternative, the generic may “underpay” for something of value it receives from the brand-name drug company, such as the right to make or sell other pharmaceuticals from the brand-name drug company’s portfolio.9 In this case, the generic has received a “deal” elsewhere in exchange for delaying entry of the drug currently under discussion.
A particularly questionable aspect of these side deals is that the services promised are often beyond the generic’s capability. These generic-brand relationships are rarely, if ever, found outside the context of a settlement. For example, a generic company generally does little marketing and advertising, instead relying on the fact that pharmacists will automatically substitute a generic drug when filling a prescription listing the brand-name drug. In fact, this leaner organizational structure is what allows a generic to offer medication at substantially lower prices.
How, then, could a generic manufacturer offer marketing and promotion services that a brand-name company would find desirable? Further, it is rarely obvious that a generic firm would be the most effective manufacturing and supply partner for a large brand-name company.10 Consider the example of Provigil, the narcolepsy drug for which Teva eventually paid $1.2 billion to settle assorted antitrust litigation that resulted from the pay-for-delay deals.11 In one of the deals, the company agreed to purchase Provigil’s active ingredient from Ranbaxy, a generic, in an agreement that included delay.12 However, Ranbaxy did not even produce the active ingredient and was instead sourcing it from a third-party manufacturer.13 The brand-name company was essentially agreeing to pay higher prices by allowing the generic company to stand in as the middleman. According to the FTC, a senior manager at the brand-name company called the supply deals – which were struck with multiple generics – a “supply chain disaster.”14
Thus, the side deals are hollow promises that may or may not ever be fulfilled. Rather, they may function purely as a façade for the pay-for-delay that lies beneath the language of the settlement. Teasing out these pay-for-delay deals, however, can be quite difficult.
Back to K-Dur – how was the story resolved? In the case of In re K-Dur, a case brought by drug purchasers and decided 15 years after the initial settlement, the Court of Appeals for the Third Circuit found that the Schering and Upsher licensing agreement was a “reverse payment” for generic delay, despite the fact that the cash payment was supposedly for the licenses. The circuit court ruled that a “quick look rule of reason” test, “based on the economic realities of the reverse payment settlement rather than the labels applied by the settling parties,” should be applied to these settlements.15
It is interesting to note that the very first instance of a Generation 2.0 settlement facing a major court challenge led to a ruling that reverse payments could encompass more than direct cash payments. Why did the story not end there for Generation 2.0? In fact, rather than being a seminal case applying suspicion to side deal settlements, In re K-Dur is mostly notable for its role in advancing jurisprudence in reverse payment settlements in general. The Third Circuit’s test stood in contrast to the Eleventh Circuit’s decision in the Actavis line of cases in the same year.16 These developments created a circuit split encouraging Supreme Court review, which concluded with the SCOTUS decision in FTC v. Actavis. As described in Chapter 1, the Actavis decision rejected the approach taken by the Eleventh Circuit, but was not as clear as the Third Circuit in delineating what kinds of reverse payments might meet its criteria for scrutiny.
B In re Lipitor: Everything but the Kitchen Sink
While the Court of Appeals for the Third Circuit appeared to easily see through the intent of the two parties’ side deal in K-Dur, getting to the bottom of a settlement is not always so easy. Clarity is particularly difficult to achieve when companies settle multiple Hatch-Waxman cases at once, distributing the payoffs in a way that quickly becomes quite complex.
Consider the case of In re Lipitor, which involved one of the most tangled sets of agreements in all of generic delay.17 Lipitor, a statin used to lower cholesterol, is widely known as the best-selling drug in history, with more than $125 billion in sales between 1996 and eventual generic entry in late 2011.18 It is no surprise that Lipitor’s manufacturer, Pfizer, went to unprecedented lengths to protect the monopoly on its ultrablockbuster. A protracted six-year battle between Pfizer and the first generic filer, Ranbaxy, led to a settlement including delayed entry for generic Lipitor.19 Scrutiny of this settlement then led to multiple class action lawsuits.20
Together, the resulting litigation implicated issues allegedly including, but not limited to, sham litigation, sham patent obtainment through data falsification,21 Orange Book listings (and patents not listed in the Orange Book), petitions filed with the FDA, multiple and staggered lawsuits, multiple settlements, and even purposeful generic application approval delay on the part of Ranbaxy through delays in moving generic manufacture to an FDA-approved facility.22 For the sake of providing some clarity, this discussion will only focus on the terms of the eventual settlement between Pfizer and the first generic filer.
In the 2008 settlement, Ranbaxy agreed to delay release of generic Lipitor until late 2011.23 In return, Pfizer gave the generic the right to market generic Lipitor in 11 international markets. Pfizer also resolved other litigation with Ranbaxy involving the drugs Caduet and Accupril.24
In a class action complaint, end payors alleged that this settlement represented an unlawful reverse payment.25 Their argument was as follows: Pfizer knew it was unlikely to win its remaining attempts to stop the launch of generic Lipitor – its hopes were hanging on an application for a patent to be reissued and a petition it had filed with the FDA.26
However, Pfizer had a very strong case against Ranbaxy regarding another drug, Accupril, a treatment for hypertension.27 In fact, it was widely believed that the suit over Accupril could have easily been worth hundreds of millions of dollars in damages because Ranbaxy had already entered the market before a final determination was made in the Hatch-Waxman litigation, an uncommon action known as launching “at-risk.”28 At-risk launches sometimes occur when a generic is confident it will prevail in litigation. Ranbaxy’s case looked unfavorable at this point, however, given that another generic had already lost its case regarding Accupril patents. Despite the apparent strength of Pfizer’s position, Pfizer mysteriously asked for only $1 million to settle the Accupril litigation.
Thus, in exchange for letting the generic company go on the Accupril litigation for a trivial $1 million payment, the brand-name company was able to delay the launch of a far more important generic drug, Lipitor. While the Lipitor settlement involved no cash exchange, and the Accupril settlement involved only $1 million, complainants alleged that Pfizer’s stunning and unexpected act of generosity regarding Accupril was actually a “massive [reverse] payment worth hundreds of millions of dollars to [the generic].”29 In other words, Pfizer paid for the delay by giving up another case likely to be worth hundreds of millions of dollars.
Here is where the tactics get particularly crazy. To put an obfuscating bow around the entire deal, Pfizer allegedly initiated a separate sham lawsuit in order to create the illusion of a lawful settlement. At the time of the Accupril settlement, Pfizer did not have pending litigation against Ranbaxy regarding Lipitor.30 However, if Pfizer wanted to get a settlement that included the delay of Lipitor, there had to be a pending Lipitor case to settle in the first place. Thus, Pfizer sued the generic over infringement of two small patents not even listed in the Orange Book for Lipitor – two patents for which a court had already said Pfizer had no standing to assert against the generic.31
One reason that the patents could not be legitimately asserted in a Hatch-Waxman suit is that they were not “Hatch-Waxman” patents listed in the Orange Book. Recall that under Hatch-Waxman, the act of filing a generic application is treated as an artificial act of patent infringement against the patents listed in the Orange Book, so that patent issues can be resolved well before a generic company directly infringes by launching its product. Ranbaxy had not entered the Lipitor market – a fact often forgotten in scrutinizing these delay settlements – so there was no direct infringement. Given that the patents were not listed in the Orange Book, no infringement – real or artificial – could have taken place.32
Three months later, Pfizer and Ranbaxy reached their “agreement” to settle the newly initiated litigation.33 With all terms considered, some industry estimates pegged the value of the settlement at more than $1.5 billion for the generic.34 A nice haul indeed, but how much of that figure was payment for keeping Lipitor off the market?
In 2014, this question went before a district court in New Jersey. The court dismissed one group of purchasers’ class action for failure to state a claim because the plaintiffs were unable to provide “a reliable estimate” of the monetary value of the reverse payment.35 It can indeed be difficult to tease out the value of a reverse payment, making these types of complex settlements an attractive option for pharmaceutical companies. If the test involves providing a reliable estimate of the value of the reverse payment, the plaintiff would first need to determine the market value of each piece of the settlement, including: the value to the generic of ending the (supposedly sham) litigation with Pfizer; earning the rights to market generic Lipitor in international markets; ending the Accupril case,; and ending the Caduet litigation.36 Next, the plaintiff would have to show how much the generic actually “paid” for these pieces of the settlement and then prove that the gap between the market value and the actual value of the settlement represents the reverse payment from Pfizer to the generic to secure Lipitor delay. This presents an enormous hurdle for a plaintiff to clear, and it has led to the dismissal of other related Lipitor class actions.37
C The Post-Actavis Landscape, Contract Clauses, and King Drug
Lipitor was not the only set of cases dismissed for an apparent failure to define the scope of a reverse payment. In other cases, courts also have not been easily persuaded that side deals constitute a reverse payment, particularly in the context of renewed debate after Actavis over the definition of what constitutes a “large, unjustified” payment deserving of further antitrust scrutiny.38
Other Generation 2.0 settlements, however, do not hinge on contracts for actual services or settling multiple cases. Instead, contract clauses themselves can serve as indirect payments and bottlenecks that prevent later generics from entering.
One popular contract item is an “acceleration clause,” also known as a “coordination clause.” An acceleration clause stipulates that the generic, which has agreed to delay entry, may immediately speed ahead to enter the market if another generic is able to jump the queue and get into the market before the first filer enters and enjoys its exclusivity period. These clauses have also been called “most favored nation” clauses, taking a page from international trade.39 This nomenclature also makes sense, because the brand-name drug company is essentially offering more favorable terms to the first generic than it is to any other generic.
Beating an acceleration clause by cutting the line is possible through a couple of strategies that later-filing generics may be able to use in certain circumstances. We’ll discuss further in Chapter 4. To simplify, with an acceleration clause, the first filer is not locked into its agreed-upon entry date if another generic is able to break through the exclusivity period fence, roadblock, bottleneck, or whatever other metaphorical barrier you prefer.
The true benefit of an acceleration clause, however, is not the reassurance it provides to the delaying generic entrant with fears that another company could somehow steal its exclusivity. Rather, it is the disincentive the clause creates for other prospective generics – what Professor Michael Carrier has called the “poison pill” effect.40 After an acceleration clause is put in place, any generic looking for a way onto the market does so with the knowledge that, if they are successful, they will immediately face generic competition from the first filer. Each additional competitor leads to declining revenue and market share for everyone in the market, including the new competitor. Thus, entrance is less attractive, especially given the extensive legal battles necessary to secure an earlier place on the market for a later-filing generic. In turn, the chance that the first generic will be able to launch as the only generic on the market – with the six-month exclusivity period intact – is increased. (Of course, keeping other generics out also means that the brand-name drug company is more likely to enjoy the full delay period as the monopoly seller, as well as the full six-month duopoly period when the first filer finally enters.) In essence, the brand-name firm pays the generic by reducing the risk of competition in exchange for a commitment to delay.
The success of this strategy relies on other manufacturers’ having knowledge that the acceleration clause exists. Unsurprisingly, this is precisely what we see happening. In some cases, the clauses are revealed as part of press releases announcing settlements. For example, acceleration clauses were mentioned in public statements regarding four Provigil settlements. Teva, as one of the generics, included in its press release “An earlier entry by Teva in any of the territories may occur based upon the entry of another generic version of Provigil.”41 Identical language was used by the brand-name company in its statements announcing settlements with Ranbaxy, Mylan, and Barr.42
One recent example shows how this strategy might work. In settling with three generics wishing to sell Actos, an antidiabetic drug, Takeda allegedly included acceleration clauses in each of the settlements.43 All three generics filed on the same day, making all eligible for the six-month exclusivity. What was Takeda’s impetus behind the clauses? A complaint in the case alleges that Teva, a fourth generic, wanted to enter the market by arguing that Takeda had inaccurately listed its patent information in the Orange Book. If successful, Teva might have been able to enter before the other generics.44 Thus, the inclusion of the acceleration clauses served as a disincentive for Teva to pursue its case, as Teva would know it would face three other competitors if it managed to reach the market. And there was another clue that this was the intent: while the remainder of the three settlements were confidential, Takeda reportedly bestowed upon the generics the ability to tell Teva about the acceleration clauses.45
Of particular note among the contract clauses are we what we call “boy scout clauses.” These are clauses in which the brand-name company promises good behavior but does so in a way that has anticompetitive effects. To explain boy scout clauses, we need to introduce a concept known as “authorized generics.”
Brand-name companies often introduce generic, unbranded versions of their own drugs, at a lower price, to compete against the incoming first generic. Given that the brand-name company already has FDA approval, it is not subject to generic approval processes, and, therefore, its own “generic version” is not restricted from entering the market during the first filer’s six-month exclusivity period. In 2005, the D.C. Circuit ruled that the six-month exclusivity does not block authorized generics because brand-name approval has already taken place. The exclusivity provision only bars future approvals.46
(As an aside, the existence of authorized generics is an example of both how cheap the marginal cost of production can be once research and development are completed, and of how extensive the markup can be on branded pharmaceuticals. It demonstrates that a brand-name company can instantly reduce the price on its drug if it so wishes toward the end of its exclusivity life span.)
Authorized generics allow a brand-name company to hold on to a portion of the profits that would otherwise go to the first generic filer, and it reduces the incentive for entering generics. This changes the Hatch-Waxman calculus for a perspective generic: if you win your patent challenge, you will now be entering a market with another generic on the shelves, not just the expensive brand-name drug. Licenses to manufacture authorized generics also tend to appear in “side deals” in Generation 2.0 agreements.47
Early on, commentators expressed concern about the potential anticompetitive effects of the authorized generics and whether the practice undermines the Hatch-Waxman incentive structure. After all, does it not seem to be a bit of a bait and switch? We have spent the first part of this book talking about first filers and the six-month exclusivity, only to find out that it is not so exclusive after all. If the goal of Hatch-Waxman is to incentivize generic challenges, it certainly feels as if authorized generics might hamper this goal by cutting into the monetary reward of the exclusivity period. At the same time, authorized generics pose an interesting problem. While they might have the long-term effect of disincentivizing competition, the short-term effect of increasing competition will actually reduce prices for consumers.
The FTC explored these issues in a 2011 report, in which the agency concluded that authorized generics are generally procompetitive and price reducing, noting only limited cases in which the anticipated presence of authorized generic competition could have been a disincentive for generic entry. The FTC’s model found that generics launched at an average 14 percent discount when no authorized generic was present, compared to a slightly larger 18 percent discount when an authorized generic was also launched.48 The bigger hit results from decreased market share, however. In all, the FTC estimated that a generic’s revenue drops between 40 percent and 52 percent when facing competition from an authorized generic during the exclusivity period.49 Nevertheless, the FTC concluded that authorized generics are mostly procompetitive, given that the presence of authorized generics does not seem to deter patent challenges. In particular, authorized generics are often limited to best-selling drugs that are so lucrative they would incite generic challenges with or without an authorized generic present. Yes, the brand-name company makes more, but the generics are pouring in the door anyway. Perhaps this is one area where brand-name strategy generally benefits consumers: prices decrease without preventing generics from adding their own competition to the market.
Against this backdrop, however, what Big Pharma giveth, Big Pharma may taketh away. With the threat of authorized generics looming over generics, brand-name generics can entice generics to enter settlements by promising not to launch an authorized generic. This is exactly the type of “boy scout clause” found in many advanced pay-for-delay settlements today: a “no-authorized-generic agreement.” In a no-authorized-generic agreement, a brand-name firm agrees not to launch a generic form of its drug until the first filer’s six-month exclusivity period has expired. In return, the potential generic manufacturer delays entry. The brand-name company, of course, retains the right to continue selling the more expensive branded version of the drug throughout both the generic delay period and the six months of exclusivity. The FTC found that 39 of 157 settlements between fiscal years 2004 and 2010 included no-authorized-generic clauses, involving a total drug market exceeding $23 billion.50 A full 60 percent of agreements in the last year of the study, 2010, contained some sort of no-authorized-generic clause.51
What is so clever about this form of agreement is the following: having created authorized generics, the brand-name company now stands up and faithfully swears not to engage in the practice. This, however, is when authorized generics can truly be used in an anticompetitive way. What matters is the context. The brand-name company is agreeing to shun this practice in exchange for an agreement that the generic will delay its entry. The value of forgoing authorized generic entry – the fact that the first generic’s revenue will now no longer drop 40 percent to 52 percent – becomes the payment for delay. Once again, the brand-name company can provide something of value to the generic in exchange for staying off the market. The deal benefits both, but harms consumers by delaying the entry of any generic drug.
In short, having developed strategic behaviors, the brand-name company can now agree to forgo them, using the value of what would have been its additional sales to pay the generic. All of this is wrapped in the guise of a boy-scout-like promise to be on good behavior. It is a little like the schoolyard bully who agrees to stop hitting the younger kids in exchange for their lunch money. When hauled into the principal’s office, he says in great seriousness, “But didn’t you want me to stop hitting them?” In this case, however, the lunch money is mostly coming from consumers, who pay in the form of higher prices.
A later version of a boy scout clause appears in the Generation 3.0 tactics in the form of no-product-hopping agreements.52 In that case, the comparison is even more apt because product hopping – a change in a drug product meant to obstruct generic substitution – is much more clearly an anticompetitive behavior than are authorized generics.
One silver lining of no-authorized-generic agreements, as other commentators and academics have pointed out, is that they may offer an easier argument to courts that noncash agreements violate antitrust laws. Instead of needing to demonstrate how much co-promotion or licensing deals are worth, the penalty to the brand-name company (and reward reaped by the generic) are more readily valued. Plus, an agreement not to launch a generic certainly seems to be a “straightforward promise not to compete.”53
At first, two post-Actavis class action lawsuits on this issue, In re Lamictal Direct Purchaser Antitrust Litigation and In re Loestrin 24 FE Antitrust Litigation, were dismissed in lower courts, with both opinions focusing on what they believed to be the Actavis opinion fixation on cash.54 In addition, the Loestrin court had concerns similar to the Lipitor case about needing the “true value” of the no-authorized-generic payment, although the court also worried that its ruling would allow pharmaceutical companies to structure settlements simply to “avoid cash payments” and antitrust scrutiny.55
During his tenure at the FTC, the former chairman, Jon Leibowitz, similarly articulated the absurdity of limiting the Supreme Court’s Actavis ruling to cash payments and ignoring no-authorized-generic agreements:
It used to be that a brand might say to a generic, “if you go away for several years, I’ll give you $200 million.” Now, the brand might say to the generic, “if I launch an AG, you will be penalized $200 million, so why don’t you go away for a few years and I won’t launch an AG.”56
A landmark opinion in June 2015 from the Third Circuit overturned the district court ruling in Lamictal. With the case title having changed to King Drug v. SmithKline Beecham, the Third Circuit vacated the decision and rejected the trial court’s logic.57 The Third Circuit, as you may recall, was among the first to look skeptically at side deals involving cash in its opinion in the K-Dur case. In King Drug, that skepticism was extended to noncash reverse payments, including no-authorized-generic agreements. The court found that such noncash payments are not immune to Actavis-style scrutiny and that direct purchasers suing over the settlement in question had sufficiently pleaded their antitrust claims.58
To fill in the case details, King Drug arose out of a settlement between GlaxoSmithKline and first generic filer Teva over Glaxo’s brand drug Lamictal, an anticonvulsant drug used to treat epilepsy and bipolar disorder. In the Paragraph IV litigation, the district judge invalidated the primary claim in Glaxo’s patent on Lamictal.59 One month later, the parties agreed to settle in what was, by that point, a case that the brand-name drug company was likely to lose.60
No cash was exchanged as part of the settlement. Instead, Glaxo allowed the generic to enter the $50 million market for chewable Lamictal 37 months before the patent expired. Looks good so far. However, the settlement did not permit entry into the far more lucrative $2 billion Lamictal tablet market until one day before the expiration of Glaxo’s patent.
Employing a no-authorized-generic agreement, Glaxo also agreed that it would not introduce its own generic version of the lucrative Lamictal tablets until after the generic’s six-month exclusivity period.61 Direct purchasers challenged this settlement in a class action, alleging that the no-authorized-generic agreement was an anticompetitive reverse payment.
The Third Circuit agreed that a no-authorized-generic agreement may represent an “unusual, unexplained reverse transfer of considerable value” under Actavis, allowing the antitrust claims to continue and reversing the district court’s dismissal of the suit.62 The reasoning applied was similar to that of Actavis, but the court also explained the ways in which a noncash payment such as this could have considerable value for both parties.
In particular, the Third Circuit explained that if the patent infringement court had reached a final judgment that Teva did not infringe the patent – which seemed likely at the time of settlement – Teva would have been able to enter the tablet market long before the settlement entry date, lowering the price at an earlier time while enjoying its six months of exclusivity.63 In exchange for dodging this bullet, the brand-name company agreed that when the six-month exclusivity finally arose, it would not introduce an authorized generic version. It was, essentially, a promise not to compete.64
This “generic monopoly,” as the court described it, can be worth hundreds of millions of dollars more than a market in which the generic also has to compete with an authorized generic.65 Wealth is transferred from the brand to the generic – the brand chooses to forgo short-term profits it could earn from an authorized generic in order to restrict competition: that appears to be clear evidence of a problematic payment.66
The Third Circuit also found that a no-authorized-generic agreement cannot be written away as an “exclusive license” to a generic. This term is an evasive bit of pharma lingo popular in no-authorized-generic cases – similar to using the term “rightsizing” to describe a major round of corporate layoffs. Instead of a license, the settlement was an agreement not to compete in a certain arena – the generic market price tier.67 Teva received a generic monopoly period it “could not capture by early entry alone” – because standard early entry these days brings with it a threat of an authorized generic. In other words, what Teva received was exclusivity it could “only hope to obtain … with the brand’s self-restraint.”68 This is an agreement that only seems to favor Teva, which would certainly be a strange licensing agreement, unless you take into account the true anticompetitive nature of the clause and the benefits Glaxo gains from delayed entry. (Between this case and Lipitor, any pharmaceutical deal that appears to involve an act of generosity should be viewed with extreme suspicion.)
The King Drug ruling reverberated throughout the pharmaceutical law world, our comfy niche of choice for this book. In a ruling similar to that in King Drug, the First Circuit in February 2016 overturned the district court’s ruling in Loestrin, also finding that deals with noncash considerations can violate antitrust laws, and, importantly, walking back other rulings requiring specific calculations of the value of noncash payments.69 Instead, the First Circuit ruled that an estimate of a “large and unjustified” payment can suffice at least to plead an antitrust claim.70 Following the King Drug and Loestrin rulings, the FTC filed a complaint in another no-authorized-generic case in March 2016, adding more intrigue to a case we will discuss further in Chapter 3.71 This was the FTC’s first formal complaint involving a no-authorized-generic noncash agreement.72
SmithKline Beecham filed a petition in February 2016 asking the Supreme Court to grant review of the King Drug ruling, but the Court declined to take the case.73 This leaves the Third Circuit’s ruling in place, confirming that Actavis scrutiny can be extended to noncash Generation 2.0 agreements.
In short, Generation 2.0 has featured lucrative side deals and strategic no-cash clauses involving brand-name drug companies and generics. These tactics allow companies to camouflage the nature of the transfer by arguing that no “pay” had been received for the “delay.” According to that pharma perspective, the payment supposedly corresponds to the secondary considerations and side deals, while the primary agreement to delay generic entry is made without any value exchange. More expansive readings of Actavis, however, threaten to dampen the number of Generation 2.0 settlements. Instead, companies desperate to extend the monopoly life of drugs are turning toward actions in Generation 3.0, where the generic is no longer a potential friend and is instead an opponent to be attacked.
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“Generation 3.0”
New Tactics for Active Obstruction of Generics
A A New Generation of Pharmaceutical Delay
As described in the prior chapters, pay-for-delay strategies appear to be on their last legs. Actavis and Cipro combined to deliver a knockout punch to rudimentary cash pay-for-delay deals. Similarly, although the trail of the large unexpected payment is harder to pin down in “Generation 2.0” deals – hidden behind multiple settlements, layers of superfluous deals, and valuable contract clauses – King Drug landed a major post-Actavis blow. When it comes to lengthy delay deals, pharmaceutical companies are on the ropes, and brand-name companies are less frequently looking to team up with their generic counterparts to extend the life of their monopoly. Instead, brand-name companies are now fighting back directly against generics with small jabs, and consumers are the unwitting recipient of the collateral damage.
The saying goes, “If you can’t beat ‘em, join ‘em.” Unsurprisingly, that is not the case for pharmaceutical companies, for which the guiding motto seems closer to, “If you can’t join ’em by securing agreements to delay generic entry, beat ’em.”
With their ability to enter into pay-for-delay deals severely diminished, brand-name drug companies are turning to new strategies no longer friendly to generics. Instead, they actively obstruct generics from entering the market. The point of obstruction can occur at different stages of generic development: before a generic application is submitted, during the generic application approval process, after a generic drug has been approved for marketing, or even once the generic has managed to enter the market.
As Chapters 4 and 5 will explain, the mechanisms of obstruction are varied and complex, but most involve strategic behavior in the generic substitution system or in the FDA regulatory process. One mechanism is known as “product hopping,” whereby the brand-name drug company takes advantage of its market power to shift pharmacists, doctors, and consumers to “new” versions of drugs before a generic for the “old” version is able to reach the market.1 A second mechanism subverts FDA guidelines meant to ensure the safe use of potentially dangerous or potent drugs. These safety protocols are used in schemes that either (1) prevent potential generic manufacturers from accessing the drug samples necessary to test for bioequivalence or (2) block collaboration on shared risk strategies. Many of these tactics take advantage of a process available to the public to raise concerns about pharmaceuticals, known as “citizen petitions.” These petitions can require extensive FDA review of the assertions made – and pharmaceutical companies know full well that the FDA is likely to take months (or longer) to review even entirely groundless claims.
In this chapter, we will focus on “early” Generation 3.0 strategies that mainly take advantage of generic substitution systems and the oddities of the pharmaceutical market to obstruct generic sales. Chapter 4 will detail strategies that subvert FDA regulatory measures to achieve delay.
The new era of obstructionist strategies can result in anywhere from a few months up to a couple years of delay, in contrast to the multiple years of delay that reverse payment agreements can create. (There have been, of course, some exceptions and edge cases, particularly when it comes to product hopping and other early strategies.) The tactics are unlikely to be successful beyond the months of delay garnered by filing an FDA petition or refusing to sell drug samples to a generic hopeful, and many of the attempts are likely to be rejected by the FDA. Nevertheless, even a rejected or dismissed attempt at obstruction can be worth hundreds of millions of dollars.
Recall the figures we described for showing that pay-for-delay strategies can be extremely valuable. If a branded drug has $1 billion in annual U.S. sales, an agreement with the generic to delay entry for three to four years is worth billions to the brand-name company – even when factoring in the cost of paying the generic to delay.2 If the brand-name manufacturer is able to broker a delay of three years for a cost of $500 million, the branded manufacturer still walks away with $2.5 billion of additional revenue out of the deal.3 With money like this on the table, even shorter forms of delay can be valuable if the costs and risks are low.
Consider the example of a citizen petition asking the FDA to delay approval for a generic. The cost of filing a citizen petition is trivial, perhaps just tens of thousands of dollars of legal fees, compared to the expected value of the benefits, even if actually having the petition accepted is unlikely.4 Although the most current legislation requires that citizen petitions with the potential to affect generic approval must be considered within 150 days,5 those approximately five months of delay could be worth hundreds of millions of dollars in additional monopoly revenues as the generic sits on the sideline waiting for approval.6 It is not billions, but it will do. In short, the new strategies might impact a shorter term with lower rewards, but their minimal cost makes them worth a try when the potential rewards are substantial.7
In addition, some of these strategies could conceivably approach the high-flying numbers of pay-for-delay settlements. Take the example of the events that led to In re Flonase Antitrust Litigation.8 At its peak, Flonase, an extremely popular steroid nasal spray for allergy treatment, reached $1.3 billion a year in sales.9 Through a complicated series of citizen petitions to the FDA, GlaxoSmithKline was able to stave off generic entry for 23 months.10 Thus, the delay achieved through citizen petitions was worth approximately $2.5 billion, assuming it maintained the peak $1.3 billion in sales per year until generic entry occurred. In two class action lawsuits that were later filed against Glaxo, the company settled for a total of $185 million.11 Thus, even with the settlement, the delay may have been worth up to $2.3 billion for Glaxo – a tidy sum.
The value of petitioning or other obstructionist strategies is even higher when you consider the possibility that the petition might actually be accepted, forcing the generic to retool its application or withdraw from the market. For example, Michael Carrier and Daryl Wander found that the FDA granted about 20 percent of the citizen petitions filed by brands against generics between 2008 and 2010 – a small but significant number.12
This chapter continues with a discussion of the some of the earliest market-based Generation 3.0 delay strategies that make up the toolbox for a branded pharmaceutical manufacturer, starting with perhaps the most well-known: product hopping and evergreening.
B Product Hopping and the Purple Pill
Commentators have written for some time on the phenomenon known as “evergreening,” in which a company tries to refresh its market monopoly by making slight modifications to a drug’s delivery mechanism, dosage, or other characteristics to make the drug eligible for additional exclusivity or patents.13 One of the most dramatic forms of obstruction uses refreshed or “evergreened” patents as part of a strategy called “product hopping.” With product hopping, drug companies attempt to shift the entire market for their brand-name drug to a new or improved version of the medication.
The following steps make up a product hop. First, the brand-name drug company makes a small change to its existing drug – just as its patents or regulatory exclusivities are about to expire – and introduces the new formulation as an entirely new drug. This new form generally is protected by new patents or exclusivities corresponding to the minor changes, and these new rights block generic competition from quickly moving to the new market. The strategy forces a market shift away from the old drug – just as it is approaching its patent cliff.
The brand-name drug company brings about the market shift in a number of ways. Notably, the company usually undertakes a significant promotion and advertising campaign to herald the benefits of the “new” medication and push doctors into writing prescriptions for the new drug. This strategy obstructs generic substitution in different ways, depending on the nature of the product hop. When the product hop involves a shift to an entirely new drug – for example, a shift from Prilosec to Nexium in the market for heartburn relief and other stomach acid–related conditions – convincing doctors to prescribe the new drug prevents generic substitution simply because there is no generic equivalent for the new drug.
Alternatively, in the case in which the product hop involves a switch to a new form of the drug – such as a shift from Suboxone tablets to Suboxone film strips, as described later – pharmaceutical representatives often ask physicians to append a note to their prescriptions asking the pharmacist to “Dispense as Written.” This prevents pharmacists from dispensing the generic version of the old form of the drug since the doctor has specifically requested the new form – a form for which there is again no generic substitute.
Some companies go to extreme lengths to earn the coveted “Dispense as Written” phrase on prescriptions. Genentech manages a Web site titled “Preserve Your Branded Choice” for CellCept, a drug that prevents organ rejections after transplants. The Web site heavily encourages health care professionals to write “Dispense as Written” on prescriptions that so branded CellCept is dispensed.14 The site includes a unique PDF for all 50 states, the District of Columbia, Puerto Rico, and even Guam, with specific information about the “Dispense as Written” guidelines in each jurisdiction.
While attempting to switch or preserve prescriptions, the brand-name company also provides a monetary incentive to various participants in the payment and reimbursement chain – including insurers, managed care organizations, and pharmaceutical benefit managers – to catalyze the product hop.15 The new drug is often introduced with significant rebates and discounts to insurers, causing them to prefer the use of the new drug over the old form in the short term.16 An insurer may even place the new drug in a preferred position in its formulary of drugs covered for patients – meaning that the patient copay for the new drug is likely to be lower compared to that of the old form. Thus, pressure for doctors to prescribe the new drug comes from all sides: from pharmaceutical reps preaching the benefits of the product hop, from patients wishing to minimize their copay, from insurers who have a short-term financial incentive to prefer the new drug, and from pharmacists who ask doctors to change prescriptions to the new drug even when the old form is prescribed. As described in the Prologue, patients are also wooed with copay discounts or rebates directly offered by the drug manufacturer, which lowers patient prices while pushing the rest of the brand-tier costs onto the insurer. As of mid-2016, for example, Genentech provided a CellCept copay card to consumers on the same Web site pushing doctors to prescribe only the branded medication.17
To complete the product hop, brand-name companies will often discontinue the previous version of the drug, closing distribution channels and sometimes even buying back all remaining inventory of the drug.18 In some cases, the original drug is eventually removed or excluded from the insurance formularies or national databases used to determine generic equivalence, such as First Databank MedKnowledge, formerly known as the National Drug Data File.19
When the original branded drug is excluded from formularies, use of an equivalent generic generally comes to a full halt. Substitution cannot take place because there is no longer a brand-name drug for the generic on the market. Even if a doctor were to write a prescription specifically for the generic instead of the new branded drug, most insurance companies will consider the generic drug to be a “branded” drug for co-pay and reimbursement purposes, given that it is the only drug on the market. This would shift more costs onto the consumer and discourage use of the drug. In sum, the result is that a generic that was supposed to create competition for the original brand-name drug can no longer gain a foothold in the market.
In perhaps the most famous product hop of all time, AstraZeneca switched the market from its original drug Prilosec to Nexium by moving Prilosec from a prescription medication to an over-the-counter drug, and then shifting the prescription market to a newly patented Nexium.
You may know Prilosec as a proton pump inhibitor used for ulcer and heartburn treatment. It contains omeprazole as its active ingredient – to dive into the biology briefly, a pill of Prilosec can be described in technical terms as a “racemic mixture” because it contains both left-handed and right-handed conformations of the active molecule.20 These right- and left-handed conformations (or “enantiomers”) have the exact same molecular structure but are mirror images in their three-dimensional arrangement, similar to left and right hands.
As Prilosec approached its 2001 patent cliff, AstraZeneca made the following change to create Nexium: it simply isolated one of the enantiomers – the left-handed molecule, if you care – to create its drug.21 In some cases, “enantiopure” drugs containing only one enantiomer of a molecule can have significantly different effects than racemic mixtures.22
In the case of Nexium, however, doctors and health executives alike have argued that Nexium is little different from its predecessor drug. An executive with health care provider Kaiser Permanente did not mince words with the New York Times back in 2004: “Nexium is no more effective than Prilosec,” she said. “I’m surprised anyone has ever written a prescription for Nexium.”23 Another Kaiser physician told the Wall Street Journal: “Nexium is clearly no value-added drug.”24
Thus, there was significant doubt as to whether the isolated form had any efficacy benefit over Prilosec. There is little to no evidence that Nexium is better for heartburn treatment, so studies focused on whether Nexium might offer better healing of the esophageal damage that acid reflux can cause. Two of four studies commissioned by AstraZeneca showed that a 40-mg dose of Nexium worked better than a 20-mg dose of Prilosec. In other words, the studies compared double the dose of the new drug to the regular dose of the old one. In the only study going nose to nose with the same dosages – comparing 20-mgs of each – Nexium demonstrated a healing rate of 90 percent versus a slightly lower rate of 87 percent for Prilosec.25
Regardless, the strategy was enough to earn new patents and shift the market. Nexium received FDA regulatory approval in February 2001 and began sales in March. The timing, however, was too tight. Prilosec’s patents were due to expire in April of that year, and that small, two-month window of time would not be enough to switch the market to Nexium. To solve the problem, AstraZeneca secured an additional six months of pediatric exclusivity and then added patents on a widely available coating for the drug.26
The generic entry window was now pushed out, and AstraZeneca could begin its switch, including massive campaigns targeted at both physicians and consumers. AstraZeneca carefully crafted a campaign that portrayed Nexium as the successor to Prilosec, giving it the “Purple Pill” moniker that Prilosec once held. “The makers of Prilosec introduce their new purple pill,” a narrator announces in a commercial that aired beginning in early 2001 and featured celebrities such as Jane Lynch.27 It directed consumers to call for a free trial alongside the classic instruction to contact your doctor about the medication.
Then, Prilosec was eventually switched to an over-the-counter drug. You might remember the omnipresent commercials featuring the comedian “Larry the Cable Guy” trumpeting the news that Prilosec was available over the counter.28 Corresponding to that shift, Nexium commercials intensified their push to classify the drug as the prescription-level medication, for “frequent heartburn,” juxtaposed with the suggested use of over-the-counter Prilosec. In a 2006 commercial, an actor describes how his doctor “prescribed Nexium,” the “healing purple pill,” because “he needed more than heartburn relief.”29 And, of course, there was help if the prescription was too costly: “If you can’t afford your medication, AstraZeneca may be able to help.”30 As early as 2004, doctors noted that a monthly Nexium prescription could cost $200 versus $45 for a monthly supply of over-the-counter Prilosec.31 With Nexium as the main prescription form and new patents to protect Nexium from generic competition, doctors channeled into writing prescriptions for the well-protected, new brand-name drug. (Insurance plans generally do not reimburse patients for over-the-counter medications.) It was a perfect and inspired product hop.
AstraZeneca’s product hop was, and continues to be, enormously successful. Before the original patent expiration in 2001, Prilosec was the country’s number one selling drug with $6 billion per year in sales.32 In 2013, 12 years after the evergreened Nexium launched, Nexium was the number two selling drug with just below $6 billion in sales. And do not forget, a whopping $2.5 billion of that amount is paid by the government and its beneficiaries under Medicare Part D.33
Multiple patents still protect Nexium capsules as of early-2017. One patent will not expire until November 2019, with pediatric exclusivity pushing the cliff back to May 2020.34 It is hard to value the savings that consumers and insurers might have enjoyed had Nexium never received additional exclusivities, but it would likely be in the tens of billions of dollars.
C New Examples of Product Hopping
Other recent cases have even more alarming fact patterns. Take Asacol, a drug used for the treatment of chronic ulcerative colitis. As the 2013 expiration of the Asacol patents approached and at least two generic companies planned to enter, the brand-name manufacturer, Warner Chilcott, undertook a number of extraordinary actions to extend its monopoly franchise.35
First, it developed a higher-dose, extended-release version of the Asacol tablet.36 The new version of Asacol received two new patents, which will both expire in 2021.37 The company then attempted a product hop before the 2013 expiration of the Asacol patents through a marketing and promotion campaign.
However, the new form of Asacol was only approved for moderately active ulcerative colitis.38 The older form of Asacol was approved for both the moderate form and the mild form of the disease.39 Thus, despite continued efforts to switch all patients to the new form, engendering multiple allegations that these actions represented unlawful off-label marketing (because the drug was not actually approved for all patients), the new form of Asacol did not gain substantial market share.40
The company was not deterred. With Asacol’s patent expiration approaching, the brand-name firm developed and introduced Delzicol, a 400-mg tablet that was bioequivalent to Asacol.41 In fact, as Internet commenters quickly discovered, Delzicol was merely an Asacol tablet surrounded by a cellulose capsule.42 If the capsule is cut open, the original Asacol tablet falls out.43
Delzicol did not receive a new grant of exclusivity from the FDA because it was not considered a new molecular entity.44 Nevertheless, the capsule allowed the company to obtain a patent – despite the fact that the capsule provides no additional therapeutic benefit.45 Backing this point is the fact that Delzicol was approved by the FDA as bioequivalent to Asacol, so it could not have been “medically superior” in any way.
Let us dwell on this shockingly blatant product hop for a second. Delzicol consists of Asacol tablets surrounded by a purportedly ineffective additional capsule. The active ingredients of Asacol must be released in the gastrointestinal tract to have a therapeutic effect on ulcerative colitis, so Asacol tablets have always been covered with an enteric coating that prevents the pill from breaking down in highly acidic stomach acid. In other words, the old pill already had the necessary protective coating, so no new protective coating was needed. Complaints have alleged that the cellulose capsule in Delzicol simply and quickly dissolves in stomach acid – thus it has no effect at all on the drug’s delivery.46
Warner Chilcott argued that the change was necessary because a slight modification was also made to an inactive coating ingredient that it believed could pose safety concerns.47 According to a complaint, however, this ingredient remains part of Asacol tablets sold in other countries.48 Thus, this switch may have merely been subterfuge to display concern with safety, when the real reasoning was to add the patentable but inoperable cellulose capsule and maintain the company’s supracompetitive profits.
Finally, Warner Chilcott went for the hard switch – it completely removed the original Asacol from the market, sending all patients to different dosage forms of Asacol or to Delzicol. In a candid conference call, the company’s CEO left no doubts about the strategy: “It’s a hard conversion. We’re stopping – we’re going to stop the shipment of Asacol 400 shortly, and it will be all Delzicol. I think they’re all familiar with what’s going on.”49 A legal complaint also alleges the involvement of reverse payments and citizen petitions, offering an example of how “multiplicity tactics” are often involved in generic delay.50
Perhaps the most notable recent case in the product hopping space is the case that may eventually begin its downfall. Litigation over a product hop involving Namenda, an important Alzheimer’s disease treatment, reached the Court of Appeals for the Second Circuit in spring 2015.51 In a May decision, a three-judge panel denied the drug manufacturer Actavis’s appeal, a decision that had the effect of forcing the company to continue selling the old version of Namenda alongside its newer product, Namenda XR.52
The old form of Namenda is a twice-a-day treatment for moderate to severe Alzheimer’s. In July 2013 – suspiciously, a full three years after it was approved by the FDA – Actavis introduced Namenda XR, a higher-dose treatment that could be taken once daily.53 In August 2014, about one year before patents would expire on original Namenda, Actavis tried to pull the old form of the drug completely off the market. One month later, the New York Attorney General’s Office filed a complaint alleging antitrust violations and seeking a preliminary injunction to force Actavis to continue selling the older formulation. The requested injunction was received in December 2014, and the decision was eventually upheld by the Second Circuit.54
Namenda is important, and not just because it was one of the first cases in which product hopping was found to be potentially anticompetitive. Most important, the Namenda product hop took place in a market that the company completely dominated: Namenda is the only treatment in its class available for Alzheimer’s and the only treatment approved for moderate-to-severe Alzheimer’s.55 Thus, unlike other cases of product hopping where other drugs might be available as an inexact substitute, switching to Namenda XR was the only choice for Alzheimer’s patients who completely depend on the treatment.56
Further, while the company appeared to be offering the benevolent innovation of a once-daily medication, all other Alzheimer’s treatments in different classes had already moved to a once-a-day treatment before the introduction of Namenda XR.57 The actions raise questions of whether Actavis had waited to incorporate a known innovation in order to thwart generic entry. Specifically, Actavis failed to introduce the once-a-day form for three years after it was approved by the FDA, timed to less than a year before the patents on original Namenda would expire.58 All of the evidence seems to point to a deliberate and long-planned product hop at the expense of consumer cost savings. Concerningly, it may have also have occurred at the expense of better patient treatment by delaying the introduction of the once-daily dosing regimen.
Our discussion of product hopping raises one major question in particular – it might be distasteful, but does it really raise antitrust concerns? In Namenda, Actavis raised one defense: insurers, especially managed care organizations, have an incentive to effectuate substitution to generics, even after product hopping takes place, to lower their own costs. Thus, a product hop is not coercive and not deserving of antitrust scrutiny. Said another way, a generic should be able to convince third-party payers to promote the old generic and advocate to have the drug prescribed by the organization’s doctors.59
This argument, however, ignores the market power of the branded company in this situation. As the Namenda court noted, generics do not have the same power to market their medications as branded manufacturers, given the regulatory structure of the pharmaceutical industry.60 Most important, the brand-name drug enjoys patent-protected tenure as the medicine people know and recognize. In theory, this power should end when the patent ends, but the brand recognition effects linger on.
As the district court found in Namenda, “competition through drug substitution laws is the only cost-effective means of competing available to generic manufacturers.”61 Branded manufacturers know this when they attempt a product hop, which essentially blocks off a generic’s only cost-effective form of distribution. Quite simply, the lower cost structure of a generic drug is fueled, in part, by the fact that generics should not need to promote substitution of its drug. The generic drug substitution laws are supposed to accomplish this seamlessly. Without this distribution channel, it would rarely be worthwhile for a generic to compete at all – and thus a product hop could completely foreclose all competition.
From the patient’s angle, one could argue that product hopping does not limit consumer choice. The generic is not prohibited from entering the market, and consumers are not prohibited from purchasing the generic. This simplistic explanation, however, ignores the unique characteristics of the pharmaceutical market, which does not operate much like a standard market at all, as we have discussed extensively. The argument of “consumer choice” is especially spurious in the case of Namenda, in which Actavis controlled the entire market for memantine treatment. No substitute treatment was available for old Namenda at the time Actavis intended to pull it from the market. Actavis was so committed to the idea of consumer choice, apparently, that it gave up substantial short-term profits from original Namenda to remove it completely from the market before a generic became available, forcing patients to move to the new Namenda XR medication. This is a suspiciously odd approach if a company wants to champion consumer choice. In fact, this willingness to forgo short-term profits was offered by the circuit panel as evidence of the need for antitrust scrutiny, concluding that the drastic move “makes sense only because it eliminates competition.”62
The panel in Namenda dismissed Actavis’s procompetive justifications with just one paragraph in its decision, ending with a sentence that underscores just how blatantly obvious the motives behind product hopping generally are: “Based largely on [Actavis’s] own documents, [Plaintiff] has rebutted [Actavis’s] procompetitive justifications” (emphasis added).63
D Scout’s Honor in Product Hopping
Unsurprisingly, the development of antagonist strategies such as product hopping has created the opportunity for brand-name firms to dip back into their pool of Generation 2.0 tactics. In particular, product hopping has spawned a new set of “boy scout” clauses, in which the brand-name drug company agrees to refrain from antagonistic behavior after developing the tactics in the first place.64
One such clause combining Generations 2.0 and 3.0 is an agreement not to product hop before generic entry, or to pay the generic handsomely if product hopping occurs. For example, in In re Opana, class action plaintiffs allege that Endo, a brand-name firm, agreed to pay a first-filing prospective generic what amounted to more than $102 million, but only if sales of the brand-name drug fell below a certain level in the quarter before the generic launch date.65 In exchange, the generic delayed its entry for more than two years.66 However, this significant drop in sales would likely occur only if there was a product hop away from the brand-name drug; thus, the agreement essentially functioned as a promise to pay the generic in the event Endo decided to product hop.67
On its face, this agreement appears to promote competition by deterring a brand name from product hopping before the generic could enter. The circumstances of the Opana settlement, however, were actually designed to effectuate Endo’s product hop. Complainants have alleged that the two companies knew before entering into the agreement that the brand-name company would product hop – and in fact, Endo began the FDA approval process for a new version of the brand-name drug just one month after the agreement.68 Therefore, knowing that a product hop was on the horizon, the $102 million payment effectively served as a simple reverse payment to the generic in return for delaying entry until Endo had a chance to complete its product hop.69 By the time the generic launched, 90 percent of the product’s market had already switched to the new formulation.70
In sum, Endo’s boy scout clause was only one part of a strategy in which a product hop triggered a side deal that essentially served as a reverse payment for delay. Put another way, Endo’s generous invocation of scout’s honor was in fact an excuse to use a new Generation 3.0 strategy to enter into a Generation 2.0 deal masking a simple Generation 1.0 reverse payment. The weapons may differ – and may be used simultaneously – but the games remain the same.
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“Generation 3.0”
Continued Obstruction of Regulatory Pathways
Chapter 3 detailed complex strategies to block or delay generic entry that involve market, contract, and insurance strategies. This chapter examines new forms of obstruction that rely on distorting regulatory approval pathways.
A REMS-Based Delay
REMS-based delay is another strategy in the Generation 3.0 obstruction toolkit.1 REMS (Risk Evaluation and Mitigation Strategies) are risk management and safety plans that the FDA can require a pharmaceutical company to implement beyond the standard labeling requirements that apply to most drugs.2 The REMS program was created in 2007 after the arthritis drug Vioxx was linked to heart attacks. The FDA requests a REMS plan when it determines that a drug has severe side effects or is unusually subject to abuse.3 Such plans are proposed by the pharmaceutical company and then approved and continuously reviewed by the FDA.4
REMS are unique to a particular drug or class of drug; they can include the following elements: additional medication inserts to be included with the drug, a campaign or “communication plan” to inform key stakeholders about the risks of the drug, and, most notably, “Elements to Assure Safe Use” (“ETASU”).5
ETASU are the most restrictive requirement of a REMS program because they directly influence how and when the drug can be used. ETASU can include elements such as patient monitoring or testing while taking the drug, special certification for prescribers or pharmacies, or limitations on how and where the drug can be dispensed (e.g. only in a hospital or certified infusion site).6 REMS can be modified or completely withdrawn after further assessment.7 While only about 75 total REMS programs exist,8 their prevalence is increasing, with one industry group noting that 40 percent of new drug approvals are subject to some form of REMS.9
REMS plans affect millions of patients. Just one drug, Suboxone, had 9 million prescriptions filled in the United States in 2012, for a total of $1.5 billion in sales. As we will describe in this chapter, Suboxone is a classic drug that needs a REMS plan, given serious concerns about abuse of this particular drug. A safety plan, however, is meant to protect patients. It should not be used as a trick to block competition in the marketplace.
The fact that REMS programs can impose restrictions on the sale, distribution, or marketing a drug has made the program ripe for abuse by branded drug manufacturers seeking to prevent generics from entering the market. For example, a common safety element restricts sales of a particular medication to hospitals and specially certified pharmacies. This, however, has been used to create obstacles for companies seeking generic approval. Specifically, a generic company must prove that its drug is bioequivalent to the brand-name drug,10 and testing for bioequivalence requires that the generic applicant use the brand-name drug as a comparison to the generic formulation.11 Therein lies the problem. A number of cases have involved complaints that the brand-name drug company refused to sell a small amount of their drug to the generic on the grounds that the REMS plan limits the drug’s distribution to specific outlets, and the generic company, naturally, is not one of those outlets. As described later, some brand-name companies refuse, even as the FDA insists that the company is free to sell to the generic hopeful.
Actelion was one of the first cases on this subject when the suit was filed in 2012.12 In Actelion, the brand-name company refused to provide samples of two drugs to potential generic companies, preventing the generic hopefuls from filing their applications.13 The brand-name company’s position is difficult to fathom. Congress anticipated this type of tactic, and the legislation establishing REMS includes a provision specifically stating that an ETASU cannot be used to block or delay approval of a generic.14 Further, the FDA has repeatedly said that brands may sell samples to firms for bioequivalence testing without violating their REMS program, and the Agency has even issued letters to branded manufacturers specifically permitting them to give samples to prospective generics.15
The legal arguments in the Actelion case focused on whether refusal to sell samples to a generic competitor constitutes an antitrust violation.16 Actelion asserted that it has a right to refuse to sell even in the absence of the REMS and the company has no legal duty to provide samples to a potential generic competitor.17 The FTC filed a brief stating that the company’s action may amount to exclusionary conduct.18 The case ended in a settlement in early 2014.19
In a similar case filed against the brand-name drug manufacturer Celgene, a generic hopeful alleged that it spent five years trying unsuccessfully to get a sample of Celgene’s Thalomid (thalidomide) and another five years trying unsuccessfully to obtain a sample of Celgene’s Revlimid (lenalidomide), two drugs with clear safety concerns.20 The complaint alleged that Celgene repeatedly asked for more information and FDA assurances until the generic “recognized that further engagement with Celgene would be fruitless.”21 Although the judge dismissed some claims in the generic’s complaint, she allowed important antitrust claims to survive a motion to dismiss, finding that the generic pleaded with enough detail that Celgene had no “legitimate business reasons” for denying samples.22 Celgene’s actions also led to the initiation of an FTC investigation into the company’s practices.23
Celgene went even further, however, by obtaining a patent on its method of protecting patient safety. The patent on the thalidomide REMS safety plan specifies that the company has exclusive rights in the supposedly novel invention of “delivering a drug to a patient while restricting access to the drug by patients for whom the drug may be contraindicated.”24
This is what is known as a “business method patent,” a notoriously suspect category of patents that the Supreme Court has repeatedly attacked in recent years.25 In the Alice line of cases, the Supreme Court rejected both ordinary business method patents and those implemented through software. In fact, the Supreme Court has emphasized repeatedly that patentability requires an inventive concept beyond combining a series of well-known conventional steps, such as testing, tracking, and informing.
Armed with that suspect patent on its REMS safety plan, Celgene then set about blocking generic entry. When a generic company applied for approval, the original drug maker, Celgene, filed a petition asking the FDA to deny the application, including on the grounds that no generic could use Celgene’s patented REMS safety plan and that any other plan would compromise patient safety by compounding burdens and confusion.26 In other words, no generic could ever exist.
The FDA denied Celgene’s petition a full seven years later.27 But the damage was done – a decade later, no generic for Thalomid exists, and after all the trouble the one beleaguered generic went through to try to reach the market, it withdrew its application in 2010.28
The attempt to patent a REMS program is a particularly suspect approach, but setting this aside, REMS manipulation, in theory, could be particularly dangerous for generic competition. REMS are not linked to patents on a drug’s active ingredient or mechanism of action. As a result, they can continue indefinitely, even after the expiration of all patents – they are safety programs, after all. Thus, if a company, hiding behind a restrictive REMS, refuses to allow samples to generic hopefuls, the brand-name company could continue its monopoly past the end of the patent term. And even if the company is eventually forced to share samples, every month of delay is valuable.
Furthermore, a restricted distribution scheme does not even need a REMS, or even an active patent, to be effective in blocking generic competition. For example, the case of Turing Pharmaceuticals, Martin Shkreli (yes, he is back), and Daraprim involved a restricted distribution system not imposed by the FDA, as did schemes run by other Skhreli companies. In other words, the company did not have an FDA-mandated REMS plan; the company simply declared that its drug had to be restricted to certain distribution channels.
Companies who restrict generic competitors from accessing samples argue that they are concerned about the safety of people who come into contact with their drug and that the generic company might not handle the medication properly. It is a tough argument to make, however, if the FDA sees no problem in giving the sample to the generic. Can a company really argue that it is better able to judge a competitor’s safety than the FDA? It is a little like the fox suggesting it has deputized itself to guard a competitor’s henhouse.29 In both cases, there is somewhat of a conflict of interest.
Restricted distribution schemes, whether they involve a REMS or not, also may be deployed to prevent generic substitution by pharmacists. In another story that captured the public’s attention, federal prosecutors announced an investigation of Valeant Pharmaceuticals, also pilloried for acquiring medicines (as well as companies for tax inversion purposes in foreign countries) and then substantially increasing prices of drugs.30 In fact, that seemed to be the company’s core business model, making it a darling of big-time investors.31 That accusation, however, was only the first of a series of allegations that would unfold against Valeant. Just days later, journalists discovered that Valeant had a deep relationship with a specialty pharmacy known as Philidor that essentially filled prescriptions only for Valeant’s drugs and dermatology creams.32 This investigation in turn led to the discovery of numerous pharmacies and subsidiaries covertly linked to Valeant.33 (All of these subsidiaries had chess-related names, a true unforced error if you are trying not to come across as a Bond villain.)
The link between Valeant and specific specialty pharmacies allowed Valeant to ensure that prescriptions would be filled using its brand-name drugs rather than a generic. Doctors would submit prescriptions for Valeant drugs to a mail-order specialty pharmacy, the prescription would be sent to the patient, and then the pharmacy would work with insurance companies to secure reimbursement.34 When a prescription is sent to a specialty pharmacy that only deals a specific drug brand, it is very unlikely that any substitution will take place to dispense a generic or over-the-counter medicine instead.35 The specialty pharmacy simply does not deal with anything but the brand-name drug. As another company using a similar business model disclosed in a regulatory filing, the mail-order prescriptions “are less likely to be subject to the efforts of traditional pharmacies to switch a physician’s intended prescription of our products to a generic or over-the-counter brand.”36 That company, Horizon, reportedly charged $1,500 a month for a medication called Duexis that simply combined ibuprofen and the active ingredient in Pepcid.37
The brunt of the costs of these schemes falls on insurers and not patients, perhaps intentionally so that patients and doctors do not feel the sticker shock of high prices. Nevertheless, games like these certainly do not help lower insurance premiums. Moreover, when insurers balked at the high cost of Valeant prescriptions, Philidor and other pharmacies allegedly took drastic action to secure reimbursement, including modifying prescription codes to make it appear as if the doctor specifically requested that a prescription be “Dispensed as Written” with Valeant-branded medication.38 As a result, these schemes continually blocked generic competitors from participating in the market for the medication.
When the dust settled from the scandal, Valeant’s precipitous success, attained through a model of buying drugs, inverting taxes, and raising prices, had come to a crashing end. From a share price high of $262 in August 2015, Valeant’s stock had hit $33 by mid-March of 2016, and was trading below $25 by the summer – a 90 percent plummet.39 In April 2016, the U.S. Treasury Department took action to stop corporate tax inversions,40 which most notably led to the termination of a proposed merger between pharma giants Pfizer and Allergan.41
Aside from restricted distribution programs run through specialty pharmacies, other REMS-based schemes have appeared. Frequently, a REMS program will ask a drug’s manufacturers to develop a more detailed medication guide or a communication plan to inform doctors and patients about the elevated risks of a drug. For example, Gilenya (fingolimod), an immunosuppressant that treats relapses of multiple sclerosis, has a REMS that requires a communication plan with materials for doctors and patients, as well as an FDA-mandated pregnancy registry.42
When there are multiple manufacturers of a drug – for example, a brand and a generic – the FDA often requires all parties to develop and agree on the same REMS program, known simply as a Single Shared REMS program.43 In particular, generic entry can be conditioned on FDA approval of a shared plan. The idea that a brand-name company will be willing to cooperate in the approval of a generic seems optimistic at best. Given that brand-name drug makers are able to delay entry by refusing to cooperate, it is not a surprise that some have taken advantage of it, creating another form of generic delay. The generic cannot get its drug approved until the brand-name company cooperates, and the brand-name company avoids cooperating to keep the generic off the market. It could be compared to a high school group project in which one member not only refuses to complete a fair share of the work, but also has an incentive to see the project fail in order to sabotage the grades of others in the group. And with the brand-name company already on the market, only the generics suffer from the delay.
The most notable case dealing with this strategy is In re Suboxone.44 Suboxone is used for the treatment of addiction to opioids, such as heroin and oxycodone.45 The drug has saved the lives of many addicts, but with severe consequences. Suboxone has itself become a street drug, and it carries the risk of severe side effects and withdrawal symptoms.46 Suboxone includes both a semisynthetic opioid and a drug used to combat the effects of an opioid overdose (with unpleasant side effects), which is included for the sole purpose of deterring potential users from injecting the drug intravenously.47
Suboxone is perhaps the poster child for a drug needing a comprehensive REMS program. Its REMS program includes a medication guide, a checklist that physicians must follow when prescribing the drug, federal authorizations for prescribers, limits on how much medication can be initially prescribed, an intensive monitoring program requiring frequent patient return visits, and monitoring on the part of manufacturers, which can even include “surveillance” and “street ethnography” to detail patterns of abuse.48
Suboxone is also a blockbuster with more than $1.55 billion in sales in 2012, linked to an explosion of painkiller and heroin abuse in the United States.49 Thus, with the brand-name company, Reckitt Benckiser, nearing the end of its exclusivity for Suboxone tablets in 2009 and generic entry looming on the horizon, the company undertook an extraordinary set of actions to maintain a monopoly on the Suboxone franchise.50 Complainants have alleged tactics including an anticompetitive product hop, sham citizen petitions, and REMS abuse.51
Specifically, as exclusivity was about to expire on Suboxone, complaints alleged that Reckitt began to develop a film-strip version of Suboxone (think of those breath-freshening film strips that are widely available) with the intention of product hopping from tablet to film form.52 The timing was off for the company, however, because the final exclusivities for the tablet were scheduled to expire about 11 months before the FDA approved the film version.53 The resulting 11-month gap could have been a prime opportunity for a generic to enter and gain market share before the FDA approved the Suboxone film.
To effectuate a product hop, complainants argued that the brand-name company undertook a massive sales and marketing campaign to “promote” the idea that the tablet version of Suboxone presented safety concerns, which would be alleviated by the Suboxone film version.54 The campaign claimed that there was a high risk of pediatric overdose from a bottle of Suboxone tablets, a risk remedied by the packaging for the film version because the films are packaged individually.55 Notably, at the time, individually packaged tablets were available in all markets where Suboxone is sold, other than in the United States.56 In other words, the problem could have been remedied simply by modifying the packaging of the tablets, but the company had not seen fit to provide that resolution in the U.S. market.
Further, opponents argued that the film may exacerbate safety concerns regarding pediatric exposure. Since the film dissolves more quickly than the tablet, it may be difficult to prevent children from being exposed to the medication once they put it in their mouth. Moreover, the potential for abuse may increase since the film’s dissolvability allows users to hide their activity more easily.57 Speaking with the New York Times, a Kentucky jailer put it better than we ever could:
“It’s such a thin strip they’ll put it in the Holy Bible, let it melt and eat a page right out of the good book,” said Ken Mobley, a jailer in Whitley County, Ky.58
Despite the campaign, the possibility of generic tablet entry continued to be a problem for Reckitt. Thus, the company sent multiple letters and applications to the FDA proposing a REMS because of the risks of abuse and pediatric exposure.59 This request was approved, and the FDA required that the generic and branded Suboxone share the same REMS.60 Unsurprisingly, attempts at cooperation between Reckitt and the prospective generics proved unsuccessful. Eventually, the generics gave up, applying for and receiving a waiver to create a REMS without the branded drug company – the first time such a waiver had ever been granted.61
The nine-month period during which generics and the brand-name company could not come to an agreement on a REMS may have been worth upward of $1 billion in Suboxone sales. This is an enormous sum to result from a disagreement presumably not over the medication itself, but over how its use would be monitored and how the risks would be explained to the public.62
In the resulting lawsuit, the judge in 2014 dismissed the generic company’s stand-alone claim that Reckitt’s actions regarding the REMS amounted to an antitrust violation.63 The saga of Suboxone continues in Part B of this chapter, however, with further complaints of anticompetitive behavior.64 In short, it is clear that although the FDA would like to encourage everyone “to play nicely together on the playground,” mere talk is unlikely to achieve this goal.65 When billions are on the line, the games are bound to get rough. As the FDA admitted in another REMS case, the agency simply lacks an effective mechanism to force the two parties to reach agreement.66
Over the last few years, legislators have begun to offer potential solutions to REMS-related delay issues. One bill, introduced in the House of Representatives in late 2015, attempted to tackle the two main forms of REMS abuse – denial of samples for generic testing and unwillingness to cooperate on single-shared REMS.67 The bill would require brand-name drug companies to provide samples (after FDA approval) to prospective generics at a nondiscriminatory, commercially reasonable, market-based price. It would also streamline the process by which generic applicants can receive a waiver from the single-shared REMS process if they are able to demonstrate that negotiations were not successful after 120 days.
Another bill, introduced in the Senate during the summer of 2016, also focused on the same two main forms of REMS abuse.68 It differed from the House bill, however, in that it created a designated cause of action for litigation to be brought against offending pharmaceutical companies, as well as mandating the sale of samples and instituting a specific REMS waiver program.69 The Senate bill adopts the approach of assigning different roles to different branches. The FDA remains responsible for evaluating safety, both the REMS plan itself and the ability of the generic to handle the drug appropriately; the courts are responsible for resolving disputes among the parties. Although the process adds complication, it echoes the assignment of roles that exists throughout the Hatch-Waxman regime.
B Delay via Citizen Petition
Citizen petitions offer one of the most ubiquitous ways to create obstacles to generic entry. Such petitions connect to delay tactics ranging from product hopping to REMS abuse. Since the 1970s, the FDA has allowed the public to request that the agency “issue, amend, or revoke a regulation or order or take or refrain from taking any other form of administrative action.”70 Although the program applies to all products under the FDA’s jurisdiction, the majority of citizen petitions are related to pharmaceuticals, rather than food, cosmetics, or medical devices.71
What was likely meant to be a mechanism for concerned citizens and scientists to raise questions about drugs, food, and FDA regulations, however, has turned into a playground for pharmaceutical companies to challenge drug applications, especially those related to generics.
Some of these petitions are relatively benign. A number ask the FDA to allow a generic to reference a drug that is no longer on the market or to allow approval of a generic that differs slightly72 from the brand-name drug in terms of characteristics such as strength or dosage form.73
In many cases, however, the “concerned citizen” behind a petition is actually an enormous pharmaceutical company seeking to stop or delay approval of a generic drug through a variety of different arguments: direct attacks against the generic application and its bioequivalence or clinical data, appeals to safety, calls to preserve or add new exclusivities for the brand-name drug, and more. A number of these petitions seem frivolous or questionable in their aims, and these filings are troubling.74 As described previously, a citizen petition is a small investment that can easily pay off. The value of the delay can be lucrative, even when the petition is quickly rejected – even a few months of additional delay can be worth hundreds of millions of dollars.
In Chapter 5, we will examine 12 years of citizen petitions; we offer here an interesting example we uncover during that research. Petition FDA-2007-P-0123, filed by the generic company Mutual Pharmaceuticals, sought to delay other generic applications for drug products containing felodipine by asking applicants to “incorporate either a prohibition/caution against co-administration of the drug with certain orange juice-containing products.”75 Felodipine, branded as Plendil, is a common treatment for high blood pressure. Apparently concerned about a study showing differential effects of Seville orange juice versus “regular” orange juice on the metabolism of the drug, the petition from Mutual requests the “innovator company of Plendil to identify for FDA which specific orange juice was used in the bioavailability … studies submitted in the [application]” [emphasis added].76
Seville oranges are smaller, more bitter oranges often used for marmalade and liqueurs, by the way. We did not know, either.
Anyway, in this petition, Mutual is essentially arguing that different types of orange juice used in brand and generic applications could be a major impediment to the approval of a drug application. Let us be clear – Mutual wanted another generic application delayed over what kind of orange juice was used in a study, even though Mutual already held generic approval based on the same studies.
The FDA forcefully denied nearly the entire petition, clearly stating, “We do not believe that the results of the Malhotra study present a serious safety concern.”77 In fact, the FDA seems to have a clear disdain for the claims made in the petition:
You hypothesize that there may be clinical consequences associated with the coadminstration of felodipine and components of Seville orange juice consumed in this form. You have offered no data to support this hypothesis. In fact, we searched the Adverse Event Reporting System (AERS) database and found no reported interactions between Seville or bitter orange products and any drug product.78
In a passive-aggressive footnote that qualifies as an “epic burn” by FDA citizen petition standards, the FDA even questions the truthfulness of Mutual’s affirmations:
You have certified that you first became aware of the information upon which you have based Petition 1 (e.g., Malhotra study) on November 5, 2007. We note, however, the Malhotra study was published in 2001 and predates approval of Mutual’s [own generic application].79
So, the study in question was released before Mutual’s generic was approved! Ah, there is nothing like a fact-based, understated jab hidden in a footnote.
Unsurprisingly, Mutual did in fact hold the first approved generic application for Plendil, with approval taking place in November 2004, making it the first generic on the market.80 The next generic application was filed around the first quarter of 2007, just a few months before Mutual decided to file its citizen petition.81 The citizen petition was denied on April 17, 2008 – the same day that the second applicant’s generic application was eventually approved – indicating that Mutual’s so-called orange juice petition was one of the last barriers to final approval.82 As soon as the seemingly frivolous citizen petition was denied, the second generic was approved. If not for the citizen petition, it is possible, if not likely, that additional generic approval might have taken place at an earlier time. A last-minute petition about types of orange juice cost consumers untold millions in the delay it posed to the approval of a second Plendil generic.
This appears to be the modus operandi for many citizen petitions – pharmaceutical companies will make a facially interesting, scientific-sounding claim timed to the months right before generic approval, and the claims are eventually denied by the FDA. That bitter Seville orange juice does increase absorption and peak drug concentration, after all. The bigger question: does it really matter? The FDA rarely thinks so. Papers by Michael Carrier, Daryl Wander, and Carl Minniti found that the FDA denied 81 percent of generic-related petitions between 2001 and 2010, and 92 percent of petitions between 2011 and 2015, with denial rates as high as 92 percent in 2005, 96 percent in 2012, and even 100 percent in 2015.83 It is hard to argue that these pharma-authored petitions are vocalizing legitimate concerns when the denial rate is so high. In many cases, the ulterior motives are just too hard to ignore.
Citizen petitions have played a prominent role in other obstruction strategies as well. Chapter 3 described a clause in which Endo Pharmaceuticals agreed to pay a company only if sales of Endo’s drug Opana ER dropped below a certain level, a threshold that would only be met if the market for the drug significantly lessened – through a product hop, for instance. It turns out that Endo’s product hop involved a switch from “Opana ER” to “Opana ER CRF,” a crush-resistant form of the drug. As an opioid painkiller, Opana had been abused by people snorting the drug – the crush-resistant form was meant to solve this problem. Unfortunately, this change merely led abusers to begin injecting the drug instead, leading to a severe HIV outbreak covered on NPR’s All Things Considered.84
The switch, however, may have had benefits for the company and raises suspicion in a number of ways. In particular, the switch to a new formulation occurred right as Endo was nearing generic competition, and the company completely removed the old, non-crush-resistant version from the market as soon as it received approval for the new version. The company then filed a citizen petition asking the FDA to deny any non-crush-resistant generic forms of Opana ER, also asking it to certify that Opana ER was withdrawn from the market for safety reasons to block future generic certifications.85 Then, worried about impending generic entry (while also advancing a safety-related argument), it sued the FDA to speed up review of the petition before generic manufacturers were able to “flood the market with non-crush-resistant generic Opana ER.”86
The FDA failed to find Opana ER CRF significantly safer than Opana ER and even expressed concerns that it might lead to more abuse through injection. In denying the petition, the agency found that Opana ER was not removed from the market for reasons of safety or effectiveness.87 This ruling ended a not uncommon example of companies espousing safety concerns through product hops and citizen petitions, for reasons more concerned with preserving a market than securing the public health.
Suboxone, the case that featured creative product hopping and allegations of REMS abuse, again provides yet another troubling tale related to opioids. As described in Section A of this chapter regarding REMS-based delay, the generics were forced to obtain a REMS waiver because they were unable to get the brand-name company, Reckitt, to cooperate. Immediately prior to the generic REMS waiver request, which would have allowed the generic to move forward if and when approved, Reckitt announced that it was pulling Suboxone tablets completely off the market (but did not immediately do so).88 The company cited safety concerns related to pediatric exposure, and it followed up on the same day with a citizen petition asking the FDA to refrain from approving any generic application for Suboxone.89 In its citizen petition, the brand-name company again cited pediatric exposure to demand that medications such as generic Suboxone include “targeted educational interventions on the risk of pediatric exposure” and individual-dose packaging.90
The FDA has a process that allows an application to move forward for a generic version of a drug no longer on the market, if the FDA determines that the drug was not removed for safety reasons.91 The safety move coupled with the citizen petition may have been intended to block the generic from utilizing this pathway by trying to force the FDA to make a finding that Suboxone was, in fact, removed for safety reasons.
Complainants in In re Suboxone alleged that this citizen petition was a sham merely meant to block generic approval.92 Specifically, the requested labeling measures for generic Suboxone were never required for the brand-name Suboxone tablets. In addition, the FDA does not have the ability to require that a generic company add labeling not approved for the brand-name drug.93 Most important, Reckitt continued to sell Suboxone tablets in bulk and without unit-dose packaging (versions which it had claimed were unsafe) even after it made the petition requesting these restrictions for the generic version.94
The FDA denied the brand-name company’s citizen petition and immediately thereafter granted approval for two generic versions of Suboxone tablets – another instance of generic approval arriving directly after the denial of a citizen petition.95 In its denial of the petition, the FDA noted that Reckitt’s “own actions … undermine, to some extent, its claims with respect to the severity of this safety issue.”96 Further, the FDA noted that the brand-name company’s decision to pull Suboxone from the market so close to the arrival of generic competition “cannot be ignored,” explaining in a footnote that Reckitt gained access to private information about the potential timing for generic applications because the generics volunteered this information in an attempt to persuade the company to cooperate in REMS creation.97
The FDA explicitly said it was not denying the petition for failing to raise a valid scientific or regulatory issue or for purposeful obstruction of a generic application, preferring to focus on the lack of merits of the petition’s safety concerns. The administration, nevertheless, made its opprobrium clear by referring the company’s conduct to the Federal Trade Commission for review.98
Despite the FDA’s complete rebuttal of all of the brand-name company’s claims, the citizen petition resulted in five months of delay in the time it took for the petition to be denied. Given sales of approximately $1.5 billion in 2012, the five months of delay was possibly worth more than $600 million in unchallenged sales to the brand-name company.99 That is a remarkably strong incentive for companies to engage in this type of tactic. As always, the consumer pays the cost in the form of higher health insurance premiums, taxes (to compensate for soaring Medicare costs), and prices.
The FDA and the Federal Trade Commission have long recognized that the citizen petition process could be subject to abuse, expressing concerns and proposing modifications as early as 1999.100 Congress attempted to curb such abuse by enacting a new section of FDA regulation in 2007, frequently known as “Section 505(q).” Section 505(q) states that when a citizen petition could delay generic approval, giving it a special designation as a 505(q) petition, the FDA must take final action on the petition within 180 days, unless the delay is necessary to protect the public health.101 The Food and Drug Administration Safety and Innovation Act (“FDASIA”), passed in 2012, further shortened the approval period to 150 days.102 To discourage baseless or strategically timed petitions even more, petition filers must also make a certification and verification that the petition is not frivolous, acknowledging that all information favorable and unfavorable has been provided and that the petition was not intentionally delayed, while also providing the date when the filer first became aware of the concern and the names of those funding the petition.103
Finally, the FDA also was granted the power to deny a petition at any time if it believes a petition was “submitted with the primary purpose of delaying the approval of an application and the petition does not on its face raise valid scientific or regulatory issues.”104
In the case of Suboxone, however, the regulatory process worked entirely as intended, and the brand-name company’s petition was denied exactly 150 days after the date it was filed. Nevertheless, the petition resulted in five months of delay and an estimated $600 million of higher priced sales for the company.105 Thus, even when the bell rings on time as Congress intended, brand-name companies still can use the process to engage in costly delays.
Moreover, the various amendments do not seem to have discouraged the filing of nonmeritorious citizen petitions that request the delay of a generic. Between fiscal years 2008 and 2014 – the period during which the amendments have been in place and for which data are available – 149 delay petitions were filed and only 8 were fully granted.106 Thirty-nine of these petitions were granted in part. However, as Carrier and Wander note, these “mixed decisions” are often a formality and not truly a partial finding in favor of the petitioner, with the stunning “orange juice” petition we found serving as an illuminating example.107 The requests “granted in part” are often trivial requests for bioequivalence studies that either have already been completed, are in progress, or would certainly be required by the FDA even in the absence of the citizen petition. It is like asking a teacher to assign homework – when the homework is listed on the board – yet the teacher is forced to spend months reaching a conclusion, and, in the meantime, everyone but the teacher’s pet is indefinitely banished to detention.
The number of citizen petitions requesting delay also has not declined since passage of the 505(q) amendments.108 As we will discuss further in Chapter 5, we have undertaken our own extensive empirical study of the timing of citizen petitions. In simply collecting petitions for our database, a clear trend emerged – the number of generic-related citizen petitions each year has not decreased. In 2003, 12 generic delay-related petitions were filed; in 2010, that number had more than doubled to 31. In that same time frame, delay-related petitions had also doubled as a proportion of all citizen petitions, with delay-related petitions filed by pharmaceutical companies constituting 20 percent of all citizen petitions by 2010, including those related to food, cosmetics, and medical devices. We will return to the rest of our empirical research on citizen petitions in Chapter 5.
The 505(q) amendment’s most biting provision also has proven difficult to apply. Recall that the statute allows the FDA to deny petitions summarily, but only when they are both 1) submitted for the main purpose of delay and 2) raise no valid scientific or regulatory issues on their face. Proving both of these requirements concurrently has turned out to be quite difficult, with the FDA calling it a standard that is “extremely difficult to meet.”109 In fact, since the amendments took effect in fiscal year 2008, the FDA has never applied the summary denial provision.110
In theory, the wounded would-be generic could file a lawsuit asserting that the brand-name company engaged in anticompetitive behavior by submitting a sham citizen’s petition. Such a lawsuit is unlikely to succeed, however.111 The difficulty flows back to Noerr-Pennington, a line of Supreme Court cases from the 1960s that establishes a general right to petition the government without fear of antitrust liability.112 Noerr-Pennington does carve out an exception that allows antitrust liability when petitioning the government constitutes a sham filing that is meant merely to interfere with a competitor.113 The Supreme Court, however, has set an extremely high standard for demonstrating that a legal petition is a sham. Specifically, the petition must be objectively baseless – which means that no reasonable petitioner can realistically expect success on the merits – as well as subjectively baseless – which means that the petition tries to conceal an attempt to interfere directly with competition through the administrative process.114 This burden on plaintiffs is crushing.
Still other pathways exist for abusing the citizen petition process, despite the limitations imposed by the amendments. As the FDA itself has noted, the 150-day clock applies only when a citizen petition has the power to delay generic approval.115 If a citizen petition is filed before any generic application is submitted or before any generic application is “ready” for approval under the Hatch-Waxman rules, the 150-day deadline does not apply, a scenario that the FDA says is the case in “many instances.”116 Thus, citizen petitions filed before a generic application is ready can serve as yet another obstacle, perhaps combined with strategies already in play.
Finally, the 150-day limit applies to consideration of each petition, rather than providing a 150-day maximum for how long generic approval can be put on hold. That leaves the door open for what the FDA has called “serial” petitions, in which multiple petitions are filed about the same drug, frequently from the same petitioner.117 In the FDA’s 2011 report on citizen petitions, for example, it noted the following:
For example, the agency received its fourth [delay-related] petition relating to the approval of ANDAs for topical ophthalmic products and a third [delay-related] petition related to Doryx (doxycycline). The various submissions raised different scientific issues, requiring serial review of different arguments, rather than one comprehensive review of all pertinent arguments.118
By filing separate petitions at staggered times on disparate issues, a brand-name company can force the FDA to spend time responding to each petition, thereby potentially lengthening the total delay by citizen petition far beyond 150 days.119
In our own review of citizen petitions, we came across a number of these petitions related to Doryx, an antibiotic and antimalarial drug, revealing how staggered petitions can tax FDA resources and lead to substantial delay. One petition, filed in 2004, suggests that a generic would need to file a suitability petition if its capsules contained “powder” instead of “pellets.”120 A decision was never reached on this petition, in part because many of the same issues were raised in later 2008 petitions, using the same issue to occupy the FDA’s time and slow the process again and again.
Another citizen petition, filed multiple times in 2008, demands additional bioequivalence testing and suggests that a generic version of Doryx must be “scored” the same way as Warner Chilcott and Mayne’s (“Warner’s”) brand-name pill. No, that is not a request for an accompanying film soundtrack masterfully composed by John Williams, but rather a petition suggesting that the generic pill should have a line down the middle for easier splitting.121 The FDA reached a mixed decision on this petition, denying a majority of Warner’s arguments. The brand-name company won something on this round, however, given that the new scoring requirements were eventually imposed on generics. At least one generic was delayed because of the change.122
A third petition, submitted in 2009, requests that the FDA delay approval of at least five different generic applications.123 At one point, Doryx had been classified as an “old antibiotic” not subject to Hatch-Waxman because the active ingredient was approved before 1997. In the petition, Warner argues that new legislation eliminated this distinction and thus a 30-month litigation stay should apply to the generic applications. The FDA denied this petition.
The fourth petition from 2011 returns once again to the scoring issue, demanding that a generic version of 150-mg delayed-released Doryx tablets have two score lines allowing the tablet to be broken into three 50-mg pieces.124 This petition is particularly suspicious: Warner received approval to change the 150-mg tablets from a single-scored version to a dual-scored version just 10 days before it submitted the petition and promised to withdraw the single-scored version from the market after receiving approval. About five months later, the FDA responded with what can only be called a governmental agency smackdown, denying every aspect of the brand-name petition. The language tiptoes close to directly alleging that the brand made the dual-scored change to delay a generic:
Looking at the facts and circumstances of this case (including the fact that the RLD made scoring changes on the eve of expected generic approval and marketed the scored and unscored tablets concurrently without any added warnings, and the fact that the risk of medication error due to substitution of a single-scored tablet for a dual-scored tablet is low), we deny your request[.]125
This denial also provides at least one confirmation of what is often thought to be true – that a last-minute citizen petition is often the final roadblock to generic approval. On the date of denial, the FDA approved a 150-mg single-scored tablet version of generic Doryx. In the end, Warner filed four unique petitions related to Doryx over seven years, and not a single one received a truly favorable decision from the FDA.
Thus, as with REMS delay, codified congressional condemnations of a practice126 are just a new rule for which manufacturers must find a work-around – impose a deadline for responding to a petition, for example, and manufacturers will just file more petitions. Often, new rules are about as effective as admonishing schoolchildren to play nicely with each other on the playground.
C Preventing the “Skinny Label”: Blocking Carve-Outs
As Generation 3.0 games advance, an additional tactic relates to “the skinny label.” Before getting into the nitty-gritty of the different patents that may cover a drug, here is a general example of a “skinny label”: say a hypothetical, panaceaic drug can be used for both the treatment of allergy symptoms and back pain. The brand-name drug company, however, has a patent only on the use of the drug for back pain and nothing else. In this case, a generic may be able to get on the market by declaring the generic form of the drug will only be sold to treat allergies, since that use of the drug is not patent protected. The protected use is “carved out,” as it is called in pharmaceutical parlance, and what remains is a “skinny label” specifying only use for allergy symptoms.
In fact, many patents on pharmaceuticals do not cover substances and chemical formulas, but particular uses of a drug. Hatch-Waxman, however, expressly allows a generic applicant to seek approval for a “skinny label” version that only covers uses of the drug not protected by patents or FDA exclusivities.127 Applicants also can ask permission to omit some of the brand-name drug’s other labeling language from the generic label if that language relates to uses that are protected.128 Along with the “skinny label” term, these requests are often known as “Section viii carve-outs,” referring to a section in Hatch-Waxman.
For example, the brand-name company’s only patent on a drug could be a “method-of-use” patent, which protects only certain indications of the drug, with “indication” referring to a reason why the drug is administered (e.g. “for treatment of Helicobacter infections”). This scenario might occur when the drug’s chemical formula had been patented or used in the past, and the company could receive only a more limited patent for a new indication of the medicine. Under these circumstances, the generic could request approval for uses of the medication that had already gone off patent.129
Request for a “skinny label” could also apply when the brand-name drug company has received special FDA exclusivities available for circumstances such as use of a drug for orphan categories or new pediatric indications. A generic could file a request indicating that it does not seek approval for the protected uses.130
Generally, these carve-out requests are approved unless they cause the generic to be less safe or effective than the brand-name drug for all remaining, nonprotected uses.131 Such carve-outs can be an effective way for generics to bypass weak or limited patents (or exclusivities) that brand-name companies may add near the end of a drug’s patent term in the hopes of holding on to its exclusive market position for a drug.
For every action, however, there is an equal and opposite reaction, and that is certainly the case for carve-outs. Under Hatch-Waxman, when a generic application requests only Section viii carve-outs and contains no Paragraph IV certifications, that application does not trigger the artificial act of patent infringement that allows for litigation and a 30-month stay of approval. Thus, the generic application should theoretically be eligible for immediate approval.132 Undaunted, brand-name companies file citizen petitions, arguing that the carve-out should be disallowed. These petitions generally argue that the requested carve-out contains information related to the safety or efficacy of the drug, and that such information cannot be removed from the label.133
A generic could, indeed, be attempting disingenuously to get around the Hatch-Waxman litigation process by removing certain uses from the label knowing that physicians may prescribe the drug for all uses, nonetheless. The off-label use of medication is a widespread phenomenon that affects many aspects of pharmaceutical law, and one of the authors has expressed serious concerns about the practice.134 In the case of carve-outs, brand-name drug companies have expressed concern that carve-outs only remove uses and indications in name only – once on the market, the generics could be prescribed and used “off-label” for all uses approved for the brand-name version.135 The FDA, however, has refused to accept this as a rationale for not approving a carve-out, even when the reference listed drug holder says off-label use could implicate safe and effective use of the drug.136 In a response to a recent citizen petition, the FDA said requiring this type of “foreseeable use” analysis is “inconsistent with our long-standing policy of not interfering with the practice of medicine” and noted that a circuit court already rejected this argument as a bar to generic approval.137
Nevertheless, there are clear instances of brand-name companies making small labeling changes or securing weak method-of-use patents and then filing citizen petitions to block the carve-out requests that follow.138 Admittedly, these tend to be some of the more complex examples in this book. Everything we have discussed so far builds up to this point, so let us dive in.
The history of Skelaxin, while complicated, is one of the most illustrative in this area, showing how adding one or two method-of-use patents along with clever labeling can lead to years of delay. Skelaxin, the brand name for the well-known muscle relaxant metaxalone, was first approved back in 1962.139 The drug did not face the threat of generic competition for more than 30 years, even though the initial patent on the active ingredient expired in 1979.140 The competitive landscape changed, however, in 2001, when a company filed for approval to market generic Skelaxin.141
With generic competition on the horizon, King, the brand, went to work on extending the monopoly market for the drug. In 2001, King conducted a study measuring bioavailability – how much of the drug actually reaches the desired destination over time – when Skelaxin is taken on a full stomach compared to its bioavailability in a fasting state.142 The study showed that the bioavailability of Skelaxin increases when taken with food; in particular, bioavailability increased when taken with a “high-fat meal.”143 Next, King filed for and received two patents in 2002 on the method of “increasing the bioavailability of metaxalone” by taking it with food – yes, the company received two patents for this finding.144 In June 2002, the FDA approved a labeling amendment for Skelaxin, adding a “pharmacokinetics” section to the drug’s labeling with information about the food effect study.145 With two new patents acquired having expiration dates in 2021, the brand-name company was primed to keep the generic out and hold on to the Skelaxin market for years.146
In the face of these two new method-of-use patents that were now blocking generic approval, the generic company filed a citizen petition with the FDA in January 2003 asking the agency to restore the previous labeling without the bioavailability data. It also suggested an alternative: make a declaration that the old label was not withdrawn for safety or effectiveness concerns; in essence, a finding in favor of the generic would allow the generic to ask for a labeling carve-out.147 While not approving the generic company’s citizen petition to restore the original labeling, the FDA filed a “Dear Applicant” letter in 2004, confirming that the bioavailability information could be carved out of generic labeling.148
This was a novel case for the FDA. Skelaxin has only one approved use – “relief of discomforts associated with … musculoskeletal conditions.”149 Thus, the generic company was not asking simply to carve out one patent-protected use; it was instead seeking to remove labeling information.150 The FDA ruled, nevertheless, that removing the data would not render generic Skelaxin less safe or effective than the brand-name drug, once again allowing the carve-out to move forward.151 The FDA’s response hints at how little credence the agency gave to the brand-name company’s “scout’s honor” insistence that it was protecting patient safety.
In rendering its decision, the FDA relied on the fact that the study did not result in any changes to the dosing instructions or the warnings and precautions in the label.152 The agency also noted that the brand-name company’s own label specifically states that “the clinical relevance of these effects is unknown,” referring to the increased bioavailability after eating a high-fat meal, and no issues of safe use were implicated.153 (A footnote appended to this argument in the “Dear Applicant” letter said that the brand-name drug company’s argument might have had more merit had the company conducted clinical trials demonstrating a clinical effect from the differences in bioavailability.)154 With the “Dear Applicant” letter in hand, the generic appeared to have a clear path to a successful carve-out.
Immediately thereafter, however, King submitted multiple citizen petitions challenging the contents of the FDA’s “Dear Applicant” letter.155 At this point, instead of wading into a new battle over Section viii carve-outs, the generic applicant filed Paragraph IV certifications for the two new patents in late 2004, triggering litigation with the brand-name company under the more standard Hatch-Waxman pathway.156 While the lawsuit was under way, King worked to strengthen its labeling position. The company received approval for a new label in 2006 that removed the sentence about unknown clinical relevance and added the following sentence to the Precautions section of the label: “Taking SKELAXIN with food may enhance general [central nervous system] depression; elderly patients may be especially susceptible to this CNS effect.”157
Now, King had a label with its patent-protected information about bioavailability in the Precautions section, implicating safe use of the drug. Further, the drug only had one indication, meaning that the generic could not simply carve out the language as related to a particular use of the drug. This posed a difficult problem for the generic and the FDA. As the FDA admitted, “Carving out patent-protected language from the Precautions section of a label that pertains to a labeled use would generally not be permitted.”158
The FDA, at an impasse, essentially chose to punt on the issue, making no decision on the brand-name company’s citizen petitions. Instead, a resolution eventually arrived through the courts five years later, when a Brooklyn-based district court judge invalidated the two bioavailability patents.159 The judge held that, given what was already known about the drug, it was obvious that Skelaxin would be better absorbed if taken with food.160 The supposed innovation named in the patents was nothing new at all. Thus, the generic won its Paragraph IV challenge, and the FDA approved the generic application in 2010, making the carve-out discussion entirely moot.161
The delay earned by King, however, was not a moot point. From the date that the FDA accepted the first generic application to the date of approval, King’s tactics delayed the entry of generic Skelaxin for almost a decade, despite the fact that the company eventually found its new patents invalidated. The delay may have been worth as much as $3 billion in sales162 – all over one sentence on a label and two patents claiming the supposedly novel finding that Skelaxin is better absorbed when taken with food.
A more recent carve-out conundrum shows how exclusivities can create confusion in the carve-out process. In 2014, AstraZeneca received an Orphan Drug Designation for Crestor, a popular cholesterol-lowering statin.163 The designation was granted because studies found that Crestor could be used for the treatment of pediatric homozygous familial hypercholesterolemia (“pediatric HoFN”), a rare, severe generic disorder that heightens cholesterol levels and can cause premature death.164 The Orphan Drug Designation provided Crestor with an additional seven years of marketing exclusivity, but only for that orphan use. Notably, it is not as if it was found that Crestor has a unique effect on treating HoFN – AstraZeneca simply found that it could reduce cholesterol as the drug was generally intended to do, which could then mitigate the effects of HoFN.165 AstraZeneca, in essence, was collecting additional exclusivities for confirming that a drug used for reducing cholesterol could help treat a pediatric disease marked by high cholesterol. We do not intend to denigrate the real therapeutic benefit that Crestor may have on patients with pediatric HoFN, but the finding was not particularly novel – it is not as if AstraZeneca suddenly discovered that Crestor had therapeutic effects not related to lowering cholesterol levels. Plus, the study suspiciously (as always) did not begin until years after Crestor was first approved in 2003.166 Numerous commentators have expressed concerns about pharmaceutical companies’ attempting to game the Orphan Drug Act by getting approval for their otherwise very popular drugs to treat rare diseases long after the drugs are first approved.167
AstraZeneca filed a supplementary new drug approval application to gain full marketing approval for the pediatric use, which was granted in May 2016, just a little more than a month before generics would have otherwise entered the market.168 This allowed information about the orphan pediatric use of the drug to be included on a revised label.
Here is where matters get tricky. As we explored in the Skelaxin snafu, labeling information generally can be carved out unless it pertains to the safety and efficacy of the drug. By adding information about a pediatric, orphan drug use to the label, AstraZeneca argued in a citizen petition that this information was safety related and may not be carved out for any reason, in part because physicians might overtreat children by prescribing too high of a dose if the pediatric labeling information is removed while the adult labeling information remains.169
AstraZeneca believes the authority for its argument stems from the unique interplay between laws governing all pharmaceutical labeling and those that specifically apply to pediatric treatment, which the company says prevents any of the pediatric labeling from being omitted from a generic label.
This was not the first time such pediatric labeling problems had arisen during the generic application process. In December 2014, with exclusivity expiring in just a few months, the brand-name company Otsuka received a pediatric Orphan Drug Designation for Abilify, a blockbuster antipsychotic drug used for treatment of depression, bipolar disorder, and schizophrenia, among other illnesses.170 The approved supplementary new drug application allowed Otsuka to market Abilify for the pediatric treatment of Tourette’s disorder.171
Just as AstraZeneca did more than a year later, Otsuka argued that the pediatric Tourette’s indication could not be carved out of the label. The legal argument is from 21 U.S.C. § 355A(o), added in 2002’s “Best Pharmaceuticals for Children Act,” which states that generics are not barred from approval if “the labeling of the drug omits a pediatric indication or any other aspect of labeling pertaining to pediatric use when the omitted indication or other aspect is protected by patent or by exclusivity under clause (iii) or (iv) of Section 355(j)(5)(F) of this title” (emphasis added).172 Clauses (iii) and (iv) of Section 355(j)(5)(F) refer to new drug and new study exclusivities that are provided for under Hatch-Waxman – notably, it does not expressly mention orphan drug exclusivity, which is contained in a different section of the Food, Drug, and Cosmetic Act.173 (That would be Sections 360aa to 360ff, by the way.)174 Thus, Otsuka argued that the absence of the Orphan Drug Act from the statutes precludes the FDA from allowing a carve-out of a pediatric indication – a novel argument, to say the least.175
Otsuka also argued that the FDA went to unprecedented lengths to stop it from blocking generics with the pediatric indication, adding a complicated twist to an already labyrinthine story. In a complaint, it argues that, a few months after approval, the FDA said it made an error and changed its orphan drug approval to cover Tourette’s disorder in all patients instead of just pediatric patients.176 This likely would have hurt Otsuka’s generic-blocking argument under § 355A(o), since the orphan use would have no longer been a specific pediatric use, but rather a general-population indication.177 It is also amusing, because Otsuka was essentially suing the FDA for approving the use of Abilify for too wide a population, a move that also points to the pediatric indication as a targeted addition by Otsuka to block generics. The FDA denies this change ever took place, and says any communication to the contrary was an error and not an official change.178 Nevertheless, Otsuka filed a motion to stop generic approval, and by April 2015, it was clear that the indication was only for pediatric Tourette’s despite any action the FDA may or may have not taken.179
Matters did not work out so well for Otsuka. The FDA approved generic versions of Abilify, and a federal judge denied Otsuka’s motion for a preliminary injunction.180 He found that § 355A(o) does not preclude the FDA from allowing Orphan Drug Act pediatric carve-outs, but instead seems to clarify that the FDA can in fact allow carve-outs related to Hatch-Waxman exclusivities. And the judge had a point. The language of the statute does say that applications “shall not be considered ineligible for approval,” an extremely confusing double negative that supports the judge’s finding, by broadening what is eligible for a carve-out rather than restricting it. The FDA made a similar determination in its denial of Otsuka’s argument, finding that Otsuka’s arguments regarding § 355A(o) turn the section “on its head.”181 Statutory interpretation has not been this interesting since the Supreme Court tackled the definition of an Affordable Care Act “Exchange” in King v. Burwell!182
Moving back to Crestor, AstraZeneca tried to argue that this time was different, making a very similar assertion regarding pediatric labeling and the Orphan Drug Act. Along with arguing that the decisions made by the FDA and the federal court were incorrect, the company tried to differentiate itself from Otsuka’s Abilify debacle. Another deep breath – okay, ready? Abilify was only approved for pediatric Tourette’s, so carving out that part of the label leaves no indication related to Tourette’s. For Crestor, eliminating the pediatric HoFN designation still leaves the adult HoFN dosage on the label, and AstraZeneca argued that this presents a potential safety problem in accidentally overtreating children.183
In July 2016, after several senators, representatives, and the Department of Justice weighed in to support generic approval,184 AstraZeneca lost all of its labeling-related challenges. The FDA denied the citizen petition in a ruling very similar in structure to its letter denying Otsuka’s challenges, finding that the adult HoFN dosing information is not “significantly different” from the carved-out pediatric HoFN information, and reiterating its interpretation of § 355A(o).185 A federal judge also denied an injunction that would have prevented generic sales.186
That finally brings a conclusion to the sagas of Crestor and Abilify. If anything, these two complex scenarios show the lengths that brand-name companies are willing to go to block generics in Generation 3.0 of pharmaceutical delay, combining exclusivities with citizen petitions, lawsuits, and issues of statutory interpretation. They are perhaps the best example of legal resources being deployed in place of research and development, as brand-name pharmaceutical companies turn to obstruction and delay tactics that attempt to distort regulatory processes.
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Empirical Evidence of a Citizen’s Pathway Gone Astray
Chapter 4 described anecdotes and concerns that have swirled around the citizen petition process at the FDA. The FDA’s citizen petition process and similar programs at other agencies were created in the 1970s. The movement was part of an effort to fashion more participatory regimes, in which ordinary citizens could have a say in the decisions made by regulatory agencies.1 The hope was that such a participatory structure would prevent regulatory agencies from being captured by the very industries they were intended to police. Evidence suggests, however, that the FDA’s citizen petition process may have taken a different turn.
In contrast to its lofty goals, this mechanism designed for citizens and scientists to raise concerns about food, drugs, and FDA regulations has turned into a playground for pharmaceutical companies to challenge drug applications, especially those related to pending generic applications. In many cases, the “concerned citizen” behind a petition is actually a large pharmaceutical company, seeking to stop or delay approval of a generic drug through a variety of different means. These include direct attacks against the generic’s application and its bioequivalence or clinical data, appeals to safety, and calls to preserve or add new exclusivities for the brand-name drug. Some petitions raise important or necessary issues; many others, however, seem frivolous or questionable in their aims.
In this chapter, we examine what is happening on a systemwide basis, looking beyond cases and anecdotes to undertake an empirical analysis. (Numbers are all the rage these days!) In particular, we present the results of a study in which we explored whether drug companies are systematically using citizen petitions to try to delay the approval of generic competitors. Our hypothesis was that such petitions are being used as a last-ditch effort to delay generic entry as long as absolutely possible.
Assembling this information was difficult, to say the least. As with all information about strategic behavior in pharmaceutical pricing, the information must be painstakingly pieced together from scattered and incomplete public records. This chapter describes key aspects and results of our extensive research that assembled this picture of a citizen’s pathway being used by drug companies as a delay tactic. It is a remarkable picture, indeed.
Following are the key findings from the study:
The FDA’s citizen petition process is one of the key pathways involved in the modern generation of generic drug delay, playing a role in various game-playing strategies.
Citizen petitions from competitor companies – brand names and generics seeking to delay competitors – have essentially doubled since 2003.
Citizen petitions with the potential to delay generic entry occupy a striking amount of the process in recent years. Of all citizen petitions at the FDA (including those concerning tobacco, food, dietary supplements, medical devices, etc.), nearly 15 percent have the potential to delay generics, climbing to 20 percent in some years.
Many citizen petitions from competitor companies appear to be an eleventh-hour effort to hold off generic competition. In fact, the most common category of delay-related petitions were those filed within six months of generic approval. This is particularly noteworthy given that the overwhelming majority of citizen petitions are denied.2
In short, the results suggest that many competitor petitions are filed late in the game, as a last-ditch attempt to delay competition just a little longer, even though they are unlikely to be successful.
Congressional reforms enacted in 2007 have not stemmed the tide.
The study provides empirical evidence that citizen petitions at the FDA have become a new focus of strategic behavior by pharmaceutical companies to delay entry of generic competition, now that the pay-for-delay route appears less and less promising. And, as described in Chapter 4, the delay achieved through a citizen petition, even if the petition is ultimately unsuccessful, can be worth hundreds of millions of dollars in revenue for a drug company.
A Methodology
1 Overview
As described previously, anecdotal evidence has emerged over the years suggesting that drug companies are abusing the citizen petition process as a delay tactic to keep generics off the market.3 We set out to take a quantitative look.
To approach the question, we analyzed the timing of when citizen petitions are filed during the generic drug approval process and the frequency with which certain petitions – those that have the potential to delay – are filed. We hypothesized that such petitions would be filed toward the end of the approval process to put up one more roadblock in the path of successful approval of a generic drug.
Assembling the information from the FDA’s publicly available materials is tremendously difficult. Although the FDA publishes a large amount of information on its public website, and more in hard copy, much important information is missing. The necessary information often must be pieced together or estimated; in some cases, it simply cannot be located.
Some of these gaps are downright puzzling. For example, the FDA does not always publicly reveal the date on which a generic application was filed. We tracked down many of those dates by reading through PDFs of thousands of letters in the files, looking for places in which the dates were mentioned in passing. For many others, however, we had to develop a method of identifying the likely quarter in which an application was filed by working backwards from the FDA’s complicated file numbering systems. It just should not be that hard for the public to get basic information.
The FDA files also do not always link to or indicate which specific generic application a citizen petition relates to, information that is important for tracking the timing of citizen petitions in relation to the application process for a particular drug. Moreover, prior to 2007, the FDA files did not explicitly denote when a citizen petition targeted a generic application.
Despite these challenges, we set out to assemble a data set of citizen petitions that had the potential to delay generic applications, along with links to the relevant generic application and timing data. All of this information had to be assembled by hand, piecing together information from citizen petition letters and various generic application files.
Through this approach, we assembled several data sets that allowed us to analyze the timing of when citizen petitions are filed during the generic drug approval process. It also allowed us to see the frequency with which petitions that have the potential to delay are filed.4 As we describe the method we used to painstakingly piece the information together, we will do our best to include interesting tidbits and insights along the way. (We have to entertain you somehow.)
2 Compiling All Citizen Petitions from 2000 to 2012
To begin our analysis, we compiled all documents related to citizen petitions that were filed with the FDA between the beginning of 2000 and the end of 2012, using publicly available FDA databases. We limited our data set to citizen petitions filed prior to 2013 because test analyses indicated that citizen petitions filed after that time frequently related to drugs that had not yet been approved. Without final approval files, one cannot find much of the information necessary for the analysis. One also cannot reach timing conclusions about events within the approval process, given that the process is still underway.
For the period from 2000 to 2012, we obtained 19,520 documents. Multiple documents, however, can correspond to a single citizen petition. For example, supplemental data, support letters, and the FDA’s actual response are different types of documents that may be listed separately but correspond to a single citizen petition. The 19,520 documents are linked to a total of 1,790 citizen petitions filed between 2000 and 2012 and archived online.
3 Identifying Citizen Petitions That Could Delay Generic Competition
With the full data set of citizen petitions in hand, we turned to identifying citizen petitions with the power to delay pending or forthcoming generic applications. This process involved two steps for removing nonrelevant petitions: 1) removing petitions whose titles or categories indicated that they were unrelated to delay of generic competition, and 2) removing petitions by viewing the content of the petition and related documents in full.
After removing citizen petitions not relevant to our study, the remaining citizen petitions were those with the potential to delay a pending or forthcoming generic competitor. The decision to include a citizen petition in the data set was based solely on the topic of the petition, and no attempt was made to judge the merits of the issues raised in the petitions.
Many of the citizen petitions in the final pool specifically ask the FDA to stay or delay approval of a generic application. These frequently raise concerns about safety or incomplete bioequivalence or clinical testing, with bioequivalence testing a particularly prevalent topic. Many of these petitions ask the FDA to stay the approval of a generic drug until the generic applicant presents evidence that the FDA already requires. This type of petition essentially forces the FDA to make a redundant ruling that a certain type of testing is required, when in fact, that testing is already required.
These redundant petitions lead to a number of FDA rulings that grant petitions while not actually imposing any new requirements on the generic applicant. The result may be a petition that is granted in part and denied in part, with the granted portion no more than a formality that lacks practical significance.5
Consider the FDA’s response to a citizen petition that requested a stay of generic versions of Argatroban, a drug to prevent blood clotting. In its response, the FDA acknowledges that the actions granted in the petition are merely those already required under FDA policy, stating that “[t]o the extent it is consistent with our current policies, we grant your request.”6 In plain terms: we already require this, so we grudgingly agree.
Other citizen petitions remaining in the pool ask that the FDA direct a generic applicant to refile its application in a different form, changing it from an ANDA (the category for generic applications that reference an existing drug) to a 505(b)(2) (the category for generic applications that reference an existing drug but differ slightly in formulation, dosage, treatment indication, etc.). Still others demand that a generic applicant revise its application to encompass additional patents. All of the requests would add burdens on a generic applicant to comply. Thus, they are best classified as petitions with the potential to delay generics.
Another category of petitions has a less direct link to delaying generic approval. On occasion, pharmaceutical companies do not address specific generic applications or even the topic of generic approval in their citizen petition. Rather, the brand-name company requests that its drug receive additional exclusivities from the FDA or retain exclusivities that the company perceives to be under threat.7 We have chosen to categorize these petitions as potentially related to generic delay because gaining exclusivity pushes back the window for generic entry. Interestingly, one petition filed by a pharmaceutical company even identifies the relationship between its exclusivity request and delay of generic competitors trying to enter the market.8
The final pool of citizen petitions with the potential to delay introduction of generic drugs consisted of 249 citizen petitions filed between 2000 and 2012. This number represents a striking portion of the citizen petitions filed at the FDA during that period. In fact, in our dataset, 22 percent of citizen petitions related in some way to drugs9 and 14 percent of all citizen petitions filed on any topic at the FDA – including those related to food, medical devices, tobacco, and (everyone’s favorite) dietary supplements – had the potential to delay the entry of generics.10 Thus, the FDA is spending an inordinate amount of its time responding to citizen petitions aimed at delaying generic entry.
4 Timing of the Citizen Petitions Relative to Generic Applications
For each of the 249 citizen petitions, we attempted to glean information about the timing relationship between the petition and the generic application most implicated by the petition. Namely, we wanted to know how much time had passed between when the relevant generic application was filed and when the citizen petition was filed. We also wanted to track how much time had passed between when the citizen petition was filed and when the generic application was approved.
Calculating these statistics required information on when generic applications were filed and approved. Although one would expect such information to be readily available in the FDA’s public information, that is not the case.
i Filing Dates for Generic Applications
The FDA’s searchable database contains readily available information regarding approval dates for most generic drugs, to the specificity of month and day. Filing dates, however, are not so transparent.11 Assembling information on when a generic application was filed required a combination of sleuthing through the various letters in the generic drug’s public file and estimating based on information known from other drug applications. The process allowed us to determine with reasonable certainty the quarter in which an application was filed for nearly three-quarters of the generic applications in our pool.
In particular, the way docket numbers are assigned to generic applications makes it possible to estimate filing dates for those generic applications that do not have publicly available approval letters containing the filing date. To do this, however, we needed to look at the full set of generic applications approved by the FDA between the beginning of 2006 and the end of 2015, which consists of 4,222 applications.12 2006 was the starting point because we determined that very few drugs approved before this year were implicated in our set of citizen petitions filed between 2000 and 2012. 2015 was the ending point because it was the latest year for which generic approval data was available at the time we began collecting relevant information.13
Of the 4,222 generic applications approved between 2006 and 2015, 980 had exact filing dates available in approval letters, representing 23 percent. A further 2,108 filing dates were estimated using the process described above. In all, the quarter-year in which the generic application was filed was found or estimated for 3,088 generic applications, a success rate of 73 percent.
ii Matching Citizen Petitions to Relevant Applications
Having constructed the data set of filing and approval dates for generic applications, we then matched the data set of approximately 249 citizen petitions with the generic applications implicated by those petitions. In other words, what generic application would be most directly impacted, and potentially delayed, by the filing of that particular citizen petition?
Occasionally, the “offending” generic application would be explicitly named in the citizen petition.14 In most cases, however, the target of the citizen petition’s complaint was not so clear, perhaps because drug companies want to spread a wide net over all potential generic applications related to their existing drug. Similar to many citizen petitions, for example, Petition FDA-2009-P-0364 states, “Graceway respectfully requests that FDA refuse to approve any ANDA for a generic imiquimod cream product that seeks to rely on FDA’s prior approval of Aldara, unless the application contains data from [bioequivalence studies, among others].”15
When a specific generic application was not identified, we turned to our generic application data set to find the first generic application filed that referenced the petitioner’s drug.16 The first filer is significant for a number of reasons – it opens the floodgates to generic competition, generating an initial drop in price and market share, as well as more substantial reductions as other generics enter later on. Thus, the first generic application is the most lucrative milestone for a brand-name company to delay or block.
Although we generally looked for the first-filed generic application as the appropriate reference point for a citizen petition, in a few instances the first filer could not have been the subject of the citizen petition, such as when the first filer was approved before the citizen petition was even filed. In those cases, appropriate steps were taken to identify the most relevant generic application.
At the conclusion of this process, 164 citizen petitions of the 249 originally identified were linked to a generic application that had data available – either a filing date, an approval date, or both.17 This is a success rate of nearly two-thirds, or 65.9 percent, among the citizen petitions identified as having the potential to delay generic entry. Of those 164 petitions, 152 (or 61 percent of the total 249) were linked to generic applications with both the filing date and approval date.18 In sum, out of the 249 citizen petitions with the potential to delay generic entry, we were able to establish at least partial timelines for the generic applications with which they were most likely associated for nearly two-thirds, and full timelines for 61 percent.
iii Establishing Key Metrics
Using our final data set of 164 citizen petitions paired with relevant generic applications with timing information, we were able to create a set of helpful metrics. The metrics we established included the following:
The number of quarters between when the generic application was filed and when the citizen petition was filed (“Quarters Since Generic Filing”);
The number of months between when the citizen petition was filed and the eventual approval of the relevant generic drug (“Months Before Approval”);
The total time it took for the generic drug to gain approval, from start to finish (its “Total Approval Time”).19
We used quarter-years as the standard measurement basis for “Quarters Since Generic Filing” and “Total Approval Time,” because those metrics required generic filing dates, many of which had to be estimated. For estimating generic filing dates, a year was not specific enough to tease out useful insights, and we did not have enough information to measure time in monthly increments. Meanwhile, we were able to use months rather than quarters for the “Months Before Approval” metric because, unlike with generic filing information, exact dates to the specificity of month and day were available for both citizen petition filing and generic approval.
Examining these core metrics will reveal trends of how citizen petitions interact with the generic approval process.
B Results
As described in the opening section, the results of the study provide empirical evidence that the citizen petition process at the FDA has become a key avenue for strategic behavior by pharmaceutical companies to delay entry of generic competition. The following sections describe the core results.20
1 Rise in Citizen Petitions with the Potential to Delay
First, as Table 5.1 demonstrates below, it is notable just how many citizen petitions seem to have the potential to delay generic entry. Looking at the overall number of citizen petitions filed at the FDA on any topic, fourteen percent have the potential to delay a generic drug application, climbing to roughly twenty percent in some years. That means one in five of all citizen petitions to the FDA – not just those concerning pharmaceuticals – have the potential to delay generic competition in those years.
Table 5.1 All Delay-Related Petitions, by Year
Year | Number of Delay-Related Petitions | Percentage of Yearly Total Petitions |
---|---|---|
2000 | 2 | 2/47 = 4.3% |
2001 | 4 | 4/63 = 6.3% |
2002 | 5 | 5/106 = 4.7% |
2003 | 12 | 12/120 = 10.0% |
2004 | 26 | 26/178 = 14.6% |
2005 | 15 | 15/148 = 10.1% |
2006 | 24 | 24/184 = 13.0% |
2007 | 25 | 25/160 = 15.6% |
2008 | 23 | 23/166 = 13.9% |
2009 | 32 | 32/171 = 18.7% |
2010 | 31 | 31/149 = 20.8% |
2011 | 22 | 22/157 = 14.0% |
2012 | 28 | 28/141 = 19.9% |
Total | 249 | 249/1,790 = 13.9% |
This table also shows that petitions rose in popularity as a way to delay generics or raise issues about generics starting in 2003 and 2004. Not only did the number of citizen petitions rise noticeably after 2002, but the number of delay-related petitions also has sharply increased as a proportion of all petitions.
2 When Are Citizen Petitions Filed in Relation to Final Approval?
We now turn to the timing of when competitors file citizen petitions and the implications of that timing. The results we describe below show that many drug companies are filing citizen petitions as a last-ditch effort just months before generic approval. Moreover, many of these citizen petitions may be the very last barrier standing in the way of final generic approval.
These implications emerged when we graphed the amount of time between when a citizen petition was filed and when the generic application was approved. Our original hypothesis was that if citizen petitions are being used systematically to delay the approval of generics, citizen petitions might be deployed most effectively for that purpose near the end of a generic approval cycle. If filed earlier, a citizen petition would merely introduce a review process running parallel to the rest of the generic approval process.
Figure 5.1 shows the results of this timing inquiry. First, we graphed the distribution of how many months passed between when the citizen petition was filed and when the generic received approval.
Figure 5.1 Months from Citizen Petition Filing to Generic Approval, 2000–2012
There is a clear trend in favor of citizen petitions filed shortly before the FDA approves a generic. Almost half were filed within a year and a half of generic approval.21 In fact, the most common category was “0–6 months,” with 33 petitions, or 21 percent of the total,22 filed with up to six months or less remaining before the FDA approved the generic. Considering that the average length of time from generic filling to approval is roughly four years, this category occurs most often during the final leg of the approval process.
In other words, the trend is toward an increasing number of petitions as one moves closer to the final approval date. Thus, this histogram suggests that delay-related citizen petitions are often filed in the final stages of generic approval to raise concerns at the last minute, rather than early or midway through the process. This pattern potentially extends the length of the generic application approval process, thus delaying the market entry of generic competition.
3 How Did the 2007 Amendments Affect Citizen Petition Timing?
After years of hearings and debate on numerous FDA issues, Congress passed a large package of amendments in 2007. The 2007 Amendments included the largest reform of the citizen petition process in the petition program’s thirty-year history.23 These changes attempted to address concerns with citizen petitioning at the FDA, ranging from growing petition backlogs to signs that the process was being used inappropriately.24
Specifically, the 2007 Amendments added subsection “(q)” to the section of the code where most of the legislation relating to generic applications already resided. This new provision generally is called “505(q)” in academic and regulatory discussions, and the petitions that fall under it are called “505(q) petitions.”
The added section applies a new set of regulations to all citizen petitions that ask the FDA to take action related to a pending generic application.25 The section requires that the FDA respond to all such petitions within 180 days, a period that was shortened to 150 days in 2012.26 Most important, Section 505(q) contains provisions intended to deter those who would file citizen petitions to delay generic competition. If a citizen petition relating to a generic application falls under 505(q), the person filing the petition must certify that the petition is not frivolous, all information favorable and unfavorable has been provided, and the petitioner did not intentionally delay filing the petition. The citizen petition also must provide the date when the filer first became aware of the concern and the names of those who are funding the petition.27
Finally, 505(q) grants the FDA the power to summarily deny any petition it believes was filed with the “primary purpose” of delaying generic approval if the petition also does not “on its face raise valid scientific or regulatory issues.”28 Together, the provisions of section 505(q) were meant to end the abuse of citizen petitions by pharmaceutical companies.
The major changes to the citizen petition process beginning in 2007 serve as a natural break point in our data, allowing us to observe any effects of the legislation along with trends across time. In addition, some of the data reports mandated by the 2007 Amendments provided interesting information for our exploration.
Figure 5.2 looks specifically at the period before the 2007 Amendments. In this period, 41 percent of petitions were filed within a year and a half of approval.29
Figure 5.2 Months from Citizen Petition Filing to Generic Approval, 2000–2007
For the period after the 2007 Amendments, the trend is even more dramatic (see Figure 5.3). Fifty-six percent of the petitions were filed within a year and a half of generic approval.30 In fact, a remarkable 46 percent of petitions (41 petitions) were filed within a year of generic approval. The “0–6 months” and “6-12 months” categories were by far the most popular, garnering 24 percent and 22 percent of the total, respectively.31
Figure 5.3 Months from Citizen Petition Filing to Generic Approval, 2007–2012
The biggest exogenous shift between the 2000 to mid-2007 histogram (Figure 5.2) and the mid-2007 to 2012 histogram (Figure 5.3) is, of course, the enactment of the 2007 Amendments. Its most notable change – requiring that the FDA respond to citizen petitions within 180 days – may explain why the post-2007 graph (Figure 5.3) paints such a dramatic picture of citizen petition timing.
Here is the observation: The FDA’s 180-day time limit for responding to citizen petitions equates to six months, which aligns exactly with our smallest category of0-6 months. From this perspective, one can see that for a remarkable percentage of citizen petitions filed after 2007, approval for the relevant generic is occurring right around the time when the FDA must respond to the citizen petition. Specifically, from the middle of 2007 to 2012, we see a plurality of citizen petitions filed within six months of final generic approval.
This has two implications: first, many drug companies are filing citizen petitions as a last-ditch effort just months before generic approval; and, second, many of these citizen petitions may be the last barrier in the way of final generic approval. Anecdotally, this has certainly been the case for some petitions, as we saw in Chapter 3.
Put another way, when so many generic applications are approved within six months – the equivalent of 180 days – of when a citizen petition is filed, and the FDA had 180 days to respond to a citizen petition, the relationship does not seem to be mere coincidence. This may also explain why the trend toward late citizen petitions is not as pronounced in the period before the 2007 Amendments: citizen petitions may have still been filed during the late stages of the FDA’s consideration of generic applications, but since the FDA was not held to a specific deadline for responding to citizen petitions, lengthy petition reviews could have pushed back the horizon for final generic approval by more than six months. Delving deeper into this striking correlation between the FDA’s deadline of 180 days and the plurality of citizen petitions filed within 180 days of generic approval would be an interesting avenue for future research.
4 Did the 2007 Amendments Do the Job?
As described earlier, the 2007 Amendments require the FDA to respond to citizen petitions concerning generic applications within 180 days (shortened to 150 days in 2012); require those filing petitions to certify that the petition was not intentionally delayed and provide the date when the filer became aware of the concern; and give the FDA the power to deny petitions summarily in certain circumstances. Our study suggests that the 2007 Amendments have failed to stem the tide of citizen petitions intended to delay generic entry.
Imposing a deadline of 180 days for the FDA to respond may have reduced the length of the delay, but has by no means deterred the behavior. As detailed above, many competitor petitions continue to be filed late in the game, as a final attempt to delay competition just a little longer, even though they are unlikely to be successful. The same is likely true of the 2012 Amendments shortening the FDA’s deadline to 150 days. The time is slightly shorter, but the incentives remain the same.32
In particular, the FDA’s power to dismiss frivolous petitions summarily appears toothless. In its own annual reports, the FDA has mentioned several times that the requirement that the petition both intend to delay a generic and raise no valid scientific or regulatory issue is a standard that is “extremely difficult to meet.”33 In fact, as of fiscal year 2014, the FDA had never denied a petition under this provision.34
The FDA has further complained about “serial petitioning,” in which the Agency must respond to multiple petitions submitted sequentially about the same drug, a strategy that can delay approval for a considerable amount of time even though the FDA must respond to each petition within 150 days.35 We examined one extreme instance in Chapter 4, with Doryx, when the brand-name company filed at least four citizen petitions over seven years. In a similar vein, the Federal Trade Commission (FTC) in early 2017 filed an antitrust action against Shire ViroPharma, alleging that the company abused regulatory processes by filing 43 submissions at the FDA (including 24 meritless citizen petition filings) in an effort to hold off generic competition for its gastrointestinal drug, Vancocin.36 According to the complaint, the behavior resulted in hundreds of millions of dollars of cost to patients and other purchasers.37
In its annual reports, the FDA must show how many generic applications were delayed by citizen petitions.38 On its face, the picture looks quite rosy. Of the relevant citizen petitions that the FDA has resolved in seven years of reporting (2008–14), only six petitions technically resulted in delay under the FDA’s definition.39 The problem, however, lies in the FDA’s definition of a generic application delayed by a citizen petition. First, a citizen petition filed before the relevant generic application is submitted or pending is not subject to 505(q).40 Second, if a generic application is not ready for immediate approval at the 150-day response deadline, the Agency reports no delay.41 Thus, the Agency finds no delay even if responding to the petition diverted focus from approving the application, slowing the process. Additional important categories of petitions also are not included under 505(q), including petitions that relate to the six-month exclusivity for the first generic filer or petitions about one’s own application.42 Painted this way, the citizen petition picture does not look so rosy.
In short, all of the trends we observed were stronger when examining the period after the 2007 Amendments in isolation. Part of this difference is likely due to the fact that the 180-day response deadlines enacted in the 2007 Amendments mean that some petitions are resolved more quickly. Thus, the period from citizen petition submission to generic approval is not stretched out as much by petitions as it often was before the 2007 reforms. However, considering we also found that the time between generic application filing and approval has not decreased since the 2007 Amendments – and may have actually increased – it appears that the reforms have not led to a systematic decrease in the length of time to get a generic application to market. Preventing delay, of course, was the goal of the 2007 Amendments. Finally, the number of delay-related petitions has not decreased over time, according to both our own analysis and the FDA’s slightly different classification.43
These findings do not mean that the changes enacted in 2007 have been totally ineffective. The 180-day (and later 150-day) response deadlines for petitions certainly prevent any one citizen petition from extending the generic approval process for a significant time, a huge improvement over the days when petitions could be pending for years.44 Nevertheless, while the potential magnitude of abuse may have been limited, the amount of abuse taking place does not seem to have declined. Many petitions are still filed very late in the approval process, the number of petitions has not declined, and there is evidence that petitions are filed even later after the passage of the 2007 Amendments. As long as the benefits of 180 days of delay (or even 150 days of delay) can be worth hundreds of millions of dollars, companies will be tempted to follow this path, and consumers will continue to pay the price. A different approach is needed.
C The Road Ahead
As the results demonstrate, the citizen petition process has been hijacked by pharmaceutical companies as a route to frustrate generic approvals. We found evidence that many citizen petitions are not filed as soon as potentially worrisome information about a drug is discovered, but are instead filed near the later stages of the generic approval process. Nearly half of potentially delay-related citizen petitions between 2000 and 2012 were filed within a year and a half of approval, with numbers even higher when the data are restricted to the period after the 2007 Amendments. In fact, 46 percent of the post-2007 Amendment citizen petitions were filed within a year of final approval of the generic drug, and 24 percent were filed within six months. These findings suggest that the citizen petitions were some of the last barriers to approval for some generics.
Also troubling is that citizen petitions appear to be a significant catalyst and foundation for attempting a variety of other obstructionist delay strategies. Many of the delay tactics outlined in Chapter 4 operate through the citizen petition process. Thus, citizen petitions are now a key portal through which pharmaceutical companies attempt to make changes and raise concerns (often spurious ones) to obstruct or delay generic approval. At the moment, the FDA appears powerless to stop it, but what pathways would be more effective?
Looking at the nature of the problem, one could imagine three types of approaches to curb the behavior of filing citizen petitions to delay generic entry. These might include (1) a simple prohibition on competitors filing citizen petitions related to generic entry, if one were to conclude that most behavior represented by this type of petition is likely to be inappropriate; (2) procedural blocks to ensure that the behavior cannot create suboptimal results; or (3) punitive measures as a deterrent. The following sections describe each and set out mechanisms for accomplishing the goals. The details of the mechanism are less important, however, than choosing among the pathways and identifying the proper incentive structures and the optimal institutional actors.
1 A Simple Prohibition
The simplest approach for curbing abuse of the citizen petition process would be to prevent competitors from filing citizen petitions related to generic applications. This would be analogous to the per se rules in antitrust. If one concludes that the vast majority of behavior within a certain category is likely to be improper, societal resources may be better served by declaring the category per se off limits, rather than weighing each instance.
This approach carries a certain cynicism regarding the likelihood that companies would have society’s best interests in mind when commenting on whether the FDA should trust their competitors to enter the market. The approach implies that in these circumstances, one should consider competitors to be somewhat like the fox offering to guard the henhouse.45 The incentives are not well aligned with the desired outcome.
Although banning competitors from filing citizen petitions is a simple approach, it is also simplistic. Pharmaceutical companies are likely to argue that, as the actors in the field most familiar with a drug, they are best positioned to sound the alarm when problems are on the horizon. Nor would this approach necessarily be fully effective. Companies could still submit generalized citizen petitions before any generic applications. They could also file petitions that have the effect of delaying entry – for example, by asking the FDA to reconsider all labeling related to the drug – without specifically requesting a delay.
2 Procedural Blocks
An alternative approach would involve enacting procedural blocks to channel the behavior into positive, rather than suboptimal, results. In other words, one might preserve the citizen petition process for all – including competitors – while ensuring that citizen petitions filed by competitors do not delay generic entry.
For example, one might direct that citizen petitions filed by competitors must be filed within a year of when the generic company files for approval.46 Given that the average length of time for a generic application to move from filing to approval is roughly four years, citizen petitions filed within a year of when the generic application was filed are less likely to delay final approval.
Similarly, when competitors raise an issue related to the drug in general, the rule could be that the generic application goes forward on a timeline unrelated to the citizen petition. In other words, the generic can receive approval if the FDA determines that the drug meets the Agency’s standards, and whatever issue is raised can be resolved after that approval, if necessary. After all, the branded drug remains on the market under the current requirements for the drug, which suggests that the issues raised in the citizen petition, at least in some cases, are not of such magnitude that the drug cannot be offered to the public. Thus, whatever issues must be resolved would be resolved as to all forms of the drug – generic and brand-name – on a timeline unrelated to the generic’s approval. One could refer to this as the “band plays on” rule. Even for issues related to whether the generic is bioequivalent or satisfies the FDA’s requirements, one could once again conclude that the Agency is generally the best judge of that – at least with issues so serious that approval must be denied.
One concern is that although most citizen petitions are denied, some are granted. This suggests that occasionally, legitimate issues are at stake, and safety must remain the FDA’s primary focus. Looking at concerns from the other direction, a “band plays on rule” still may squander some societal resources. The FDA must spend time responding to each concern raised. Similarly, branded companies could still use the tactic of filing citizen petitions to raise their rivals’ costs.47 In other words, generic competitors conceivably could be forced to spend time and money responding to spurious issues raised. Nevertheless, with the prospect of delayed entry off the table, such a procedural block could substantially reduce a brand-name company’s incentives to engage in this behavior. Of the choices discussed here, this may, indeed, be the most effective.
3 Punitive Deterrents
The third approach would be to adopt some form of punitive measure designed to deter abuse of the citizen petition process, through either the courts or the FDA. Thus, parties that engage in behavior to try to block or delay generic entry through citizen petitions could be subject to a penalty calibrated to deter all but the hardiest of souls from engaging in the behavior in the first place.
In contemplating this approach, the initial question would involve determining the proper adjudicatory body to task with deciding whether the behavior falls beyond bounds. In theory, one might suggest that the FDA is the proper adjudicatory body. After all, the FDA has the greatest expertise for evaluating whether the issues raised in a citizen petition are spurious or well-founded.
The FDA, however, has proven more effective at evaluating patient safety than party behavior. Since 2007, the Agency has had the power to summarily deny any petition filed with the primary purpose of delaying generic approval if the petition does not also raise valid scientific or regulatory issues.48 As noted, the FDA had not used the provision even once through fiscal year 2014. It is certainly possible that a differently worded authority would prompt greater activity from the Agency, but one could argue that the FDA may not be the right fit for such a role. The FDA may be better suited to evaluate science-related bad behavior than competition-related bad behavior.
An alternative would be to provide greater power for competition authorities (such as the Federal Trade Commission (FTC) or the Department of Justice (DOJ)) or third-party actors (such as the competitors who suffer harm) to act against anticompetitive behavior involving citizen petitions. Antitrust actions, however, are slow and expensive.49 Moreover, if the experience with pay-for-delay settlements is a guide, by the time the courts slowly begin choking off the behavior, pharmaceutical companies will have altered their tactics. Antitrust law simply may not be sufficiently nimble.
Most important, providing an effective antitrust pathway for challenging citizen petitions may require substantial shifts in doctrines related to antitrust and regulatory agencies. As described in Chapter 4, the Noerr-Pennington line of cases, dating back to the 1960s, establishes the general principle that one has the right to petition the government without fear of antitrust liability. Although antitrust liability may still attach if one’s petition to the government is judged to be a “sham,” the bar for establishing a sham petition, at the moment, is extremely high.50
Certain types of citizen petition actions could be even more difficult to attack under antitrust law. For example, if citizen petitions are used to prevent a generic hopeful from obtaining samples of the branded product – which the generic needs in order to demonstrate that its drug is bioequivalent – antitrust actors trying to challenge the behavior would also run up against Trinko.51 In the Trinko opinion, the Supreme Court all but shut the door on antitrust actions that claim a party’s competitor has improperly refused to sell to it. In general, competitors are not required to sell to each other, and as the Department of Justice has argued, refusals to deal or “forced sharing” rarely helps consumers in the long run.52 Although providing samples for generic approval may be the rare exception to the rule, getting past Trinko would be difficult.
In short, Congress or the Supreme Court would have to be willing to alter antitrust doctrines in a manner sufficient to allow antitrust actors to bring successful litigation – without, of course, breaking the bank in the process. A punitive measure that costs exorbitant amounts to activate will have very little deterrent effect.
4 Transparency
No approach is a perfect or permanent solution. Fixing abuse of the citizen petition pathway may require a combination of these approaches. Moreover, this book shows that when the legal system closes off one pathway, pharmaceutical companies will search for others. Thus, whatever paths and approaches are chosen to curb citizen petition abuse, it will be critical to ensure that regulators, legislators, and courts can see new techniques as they emerge. A little sunshine goes a long way.
In particular, greater transparency from the FDA could be tremendously effective in exposing new drug pricing schemes early on. Although the FDA makes a wealth of information publicly available, there are significant gaps in the system. For example, as described in Section A, there is no systematic way to find the date on which a generic application was filed. Perhaps all generic applications should be posted when filed, along with the date of their filing, and the public should not have to wait until the generic is approved to find that information, if it even appears in the approval letter. As it stands now, the more effective a drug company is at blocking generic competition, the longer that company has before anyone outside of the FDA can see what is being done.
At the very least, however, once a generic application has been approved, the public should be able to tell easily when the application was filed. Specifically, all approval letters should be posted on the FDA website, and the FDA website should always list filing and approval dates for every generic, and not just in these letters.
Unfortunately, the FDA appears to be moving in the opposite direction and lessening transparency. For our study, we were able to extract filing dates from some of the approval letters that the FDA posted and back fill many others through our estimation technique when the FDA approval letters did not mention the filing date. The FDA recently changed its protocols, however, so that the public will no longer be able to do even that. According to one report, the FDA has initiated a new protocol in which it will omit from approval letters any mention of the filing date of the original generic application.53
Other basic information could improve transparency as well, including more complete labeling of citizen petitions themselves, and full information on generic application numbers and how they are assigned. Finally, the massive Freedom of Information Act (FOIA) backlog at the FDA also operates to mask improper behavior. When we inquired for our research, Agency personnel were wonderfully helpful but noted that FOIA requests would require approximately two years for a response.
Making full data on generic applications quickly and clearly available to the public is essential for curbing inappropriate behavior. Particularly if the FDA is not assigned the full task of policing competition, other actors – including state and federal regulators, legislators, academic researchers, public interest groups, and generics companies themselves – must have easy access to the relevant information. Transparency efforts such as these, along with the types of approaches described here for curbing attempts to delay generic competition through citizen petitions, are essential for addressing the problems. Without such endeavors, we will continue to see a citizen’s process diverted to the service of pharmaceutical companies playing games to hold off generic entry as long as possible. Consumers, of course, pay the price. In our Conclusion, we will scale some of our specific citizen petition recommendations to address the larger problem of pharmaceutical delay in general. In other words, where do we go from here?
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Conclusion
A Call for Systematic Reform
Thirty years of the Hatch-Waxman regime have produced an extraordinary revolution in the introduction of generic drugs. The progress, however, has not been without resistance. As detailed throughout the book, pharmaceutical companies have engaged in three waves of behaviors to stave off generic competition as long as possible. The first generation involves paying generic companies to delay their entry into the market – that is, sharing a portion of monopoly profits with a generic in exchange for an agreement to delay competition. With antitrust scrutiny of such behaviors on the horizon, pharmaceutical companies developed a further generation of behaviors centered on multiple side deals, in which the companies settle many cases at once or agree to provide overvalued or undervalued services to each other as a way to camouflage the value of the transfers occurring in exchange for delayed entry. Each of these approaches is a clever way to try to obfuscate the nature of the behavior. Finally, Generation 3.0 games no longer focus on colluding with generic competitors; instead, the games rely on microobstructions against generic companies. These include using administrative processes, regulatory schemes with connections to Hatch-Waxman, and drug modifications to obstruct generics from getting to market. Further, they often combine a number of these tactics to create a multiplicity effect. Of course, Generations 2.0 and 3.0 can be combined by developing obstructive behaviors and then promising not to engage in them, using what we call boy scout clauses.
Of all of the approaches, the boy scout clauses are perhaps the most cynical. Here, a brand-name company engages in collusive behavior to prevent competition while trying to insulate itself from attack by claiming that it is behaving honorably. While boy scout clauses may be particularly cynical, all of the Generation 3.0 approaches threaten a new wave of behaviors that will be difficult for Congress, the courts, and regulatory agencies to control.
A Societal Harms
The strategic behaviors in the Hatch-Waxman arena are troubling from the perspective of the theoretical underpinnings of both patent and antitrust law. The patent concern traces back to the constitutional provision that frames all of patent law. From the activities that should be free to all and reserved to none, the patent system chooses to dedicate to some, for a limited period, the exclusive use of an innovation, based on the theory that this exclusion will redound to the benefit of society.1 The bargain, however, is not unlimited. When the patent expires, everyone should be free to engage in those activities, returning to a competitive environment. Hatch-Waxman is intended to ensure the prompt return to a competitive environment at the end of the patent term, as well as to create incentives to weed out weak patent claims that are improperly keeping competitors out of the particular innovative space. Pharmaceutical company behavior that extends the period in which the company can hold off competition runs contrary to the patent bargain in general and to Hatch-Waxman in particular.
The behaviors described in this book also raise antitrust concerns, although those concerns are framed at a slightly different angle.2 As a general matter in antitrust doctrine, big is not necessarily bad; it is what you do with your size that matters.3 Thus, brand-name companies that have earned a monopoly in the market with their blockbuster drugs are targets of antitrust concern only when they attempt to extend their monopoly improperly by colluding with competitors or inappropriately suppressing competition. As scholarly works by one of the authors and others have noted, agreements not to compete and activities that abuse the regulatory process to block competitors raise antitrust concerns.4 Thus, when pharmaceutical companies improperly delay or impede the entry of generic competition, that behavior runs contrary to the open, competitive market environment for which antitrust law yearns.
The theoretical concerns translate into tangible damage to society as well. With patents, the legal system chooses to tolerate certain societal losses for the innovation effects that may result. When brand-name companies extend their monopoly power beyond the expiration of the patents, however, there are unanticipated deadweight losses to society in the form of higher prices. Whether Congress has chosen the optimal parameters for the patent system is a separate question. Once those parameters are set, behaviors that cause additional deadweight losses for society are contrary to the system’s incentive structure, and the damage to society should not be tolerated.
The Hatch-Waxman manipulations also are damaging to society in the form of activities that are wasteful for companies and institutions alike. Hide-and-seek games that the courts, the FDA, the FTC, and the Patent and Trademark Office are forced to play are wasteful to all. The games are particularly burdensome on the court system, with pharmaceutical litigation regarding generic competition now joining patent troll litigation as a major component of new patent lawsuit filings.5 Sadly, given the amount of money at stake, the behaviors are likely to continue unless the legal system finds a way to change the incentives or to create sufficient disincentives. This is not to suggest that progress has been negligible. The shift from simple pay-for-delay agreements to side deals and then to microobstructions reflects the progress that regulatory agencies have begun to achieve in the courts. In addition, although microobstructions can create a valuable delay in competition, they are more difficult to achieve and often less lengthy than pay-for-delay.
Nevertheless, although the form of the behavior may have shifted, the behavior remains. Moreover, although changes such as the Supreme Court decision in Actavis and various congressional amendments have been important, by the time the changes are implemented, the market has moved beyond. The question is, what should happen next.
The following discussion explores new directions for the legal system in its continuing efforts to alleviate the gamesmanship that the Hatch-Waxman system has wrought. The discussion is not intended to provide a blueprint for legislation or a description of specific doctrinal provisions. Rather, it is an attempt to suggest the contours of how new approaches could be structured, and to generate discussion of a shift in approach.
B Systems, Simplification, Sunshine, and Standards-Based Doctrines
In addition to the approaches that have been undertaken so far, managing the evolution of the Hatch-Waxman games will require a systems approach. One could use an analogy from the medical field itself.6 Under the old approach to cancer treatment, physicians would attack a tumor by trying to reduce its size or deny substances that seemed to be feeding it. Modern medical research has suggested, however, that cancer treatment can be far more effective when using a systems approach. Specifically, tumors seem to operate in a networked or systems fashion. Cutting off one approach may simply lead the tumor to develop work-around approaches, and the new approaches may be even more dangerous and damaging than the original pathway. Thus, attacking the problem by trying to mitigate it when it emerges may be as outdated an approach for the patenting and approval of medicines as it is for treatments in which those medicines will be involved.7
Taking a systems approach may allow us to move away from what one of the authors has called death by tinkering – a problem endemic throughout the patent system.8 In this problematic approach, legal actors address difficult questions by adjusting the doctrines a little here and a little there without developing a comprehensive logic for the full breadth of the legal area. Eventually, the entire doctrinal base threatens to collapse under its own weight.
One can see a classic example of death by tinkering in the Federal Circuit’s failed attempts to create a workable rule for determining what types of inventions should qualify as patentable subject matter. For years, the court clung to its infamous “machine-or-transformation” test,9 making ever-finer distinctions to try to prevent uncomfortable results. In the end, the test required considerable hand waving, and one had to suspend a certain amount of disbelief to overlook the logical discrepancies.10 After a series of three cases gently encouraging the Federal Circuit to develop a workable test, the Supreme Court eventually gave up and supplied its own test.11
In the pharmaceutical context, the first step in a systems approach would involve focusing on the extent to which various systems interact in the process. These include not only the patent approval system, but also the patent litigation system,12 FDA approval systems – including the Orange Book, REMS, citizens’ petitions, and other FDA processes – and antitrust doctrines as they apply to this arena. It will also require thinking about how the patent-based aspects of the generic approval system interact with more than a dozen nonpatent exclusivities available to pharmaceutical companies for things such as pediatric trials, new chemical entities, orphan drugs, and many more.13 Effective progress will require working with all of these systems at the same time, lest adjustments to one area lead to counteraction in another. With 30 years of Hatch-Waxman experience, it is time to consider a comprehensive overhaul of the system for generic approval, one that looks more broadly at the interaction of all of the systems.
The second step is to simplify ruthlessly. For those who value complexity, the Hatch-Waxman system is a garden of delights. Complexity breeds opportunity, however, and, in the case of Hatch-Waxman, the act’s complexity has spawned opportunities for manipulation. An overhaul of the Hatch-Waxman system that resulted in equivalent or even greater complexity would serve little purpose, other than as a full employment act for lawyers. In contrast, a simplified, slimmed-down system would provide fewer opportunities for clever gamesmanship, as well as absorbing fewer resources for the system as a whole.
From this perspective, the 2009 Biologics Price Competition and Innovation Act (“BPCIA,” also commonly known as the “Biosimilars Act”) is not encouraging. The legislation was intended to provide a pathway for swift approval of biosimilars, or what could be called generic biologic drugs, in the same way that Hatch-Waxman provided a speedier pathway for ordinary generic drugs. Biologics are complex cell-derived drugs. They differ from the more familiar chemical drugs, such as aspirin, and include antibodies that fight autoimmune diseases and proteins that boost white blood cell counts during chemotherapy. Biologics such as Humira and Sovaldi are already among the world’s top-selling prescription drugs. The Biosimilars Act, however, is even more complex and convoluted than Hatch-Waxman and seems designed on entirely the wrong template.14 It was not until September 2015 – six years after the act’s passage – that the first biosimilar reached the market.15
Already, new games and disputes are bubbling up to the courts. A case on the biosimilar approval process, Amgen v. Sandoz, was heard by the Federal Circuit in 2015,16 and a core section of the dispute focused on the definition of the word “shall” in a BPCIA statute related to information disclosure17 – a disclosure process already called the “patent dance” by many commentators. The battlegrounds of biosimilar game playing already have names! From the start, the brave new biosimilar era seems unable to escape the ghosts of its small-molecule cousins, such as intentionally obtuse citizen petitions or the confusing questions of statutory interpretation that led to the Abilify dispute in Chapter 4. Within the first page of the Federal Circuit opinion, the circuit judge cites Winston Churchill, calling the BPCIA “a riddle wrapped in a mystery inside an enigma.”18 Overall, not a great start for biologics.
Leaving biologics out of any solution calculus, however, would be a grave mistake. A third of the new drugs approved in 2015 were biologics, and it would make little sense to fix a regulatory problem, but leave out a third of the new drugs. Biologics represent the future of pharmaceuticals and will be the source of revolutionary new patient treatments.
Simplification is not the instinct of lawyers in general nor of patent lawyers in particular. Lawyers are trained to see the nuances in any circumstance and may wish to keep options open for whatever their clients need. Moreover, the patent bar has never been accused of an attraction to exorbitant simplicity. Overcoming these instincts, which are deeply embedded in the habits of patent stakeholders, will be an essential component of designing a more effective system.
The third step is to let the sun shine in. Both markets and regulators work best when information is fully available – information that invites competition where competition is needed and exposes behavior that regulators can challenge. Moreover, in a world of instant communication, information plays a powerful role in disciplining behavior. Information in pharmaceutical deals and pricing is increasingly segmented, however, and hidden from key players in the industry – whether those players are competitors, regulators, or consumers.
What we have discussed in this book about generic competition is only the tip of the pharmaceutical pricing iceberg. In particular, pricing is not necessarily drug-specific anymore. Rather, “pharmaceutical benefit managers,” known as PBMs, negotiate the prices for the vast majority of commercially insured drug purchases.19 In other words, PBMs are third-party intermediaries that negotiate drug prices between payers and others. This frequently results in bundled drug pricing, tucked into which may be pricing that reaps supracompetitive rewards or blocks generic competition. For example, a drug company could offer attractive discounts on one drug in exchange for pricing or listing practices that block competition where prices are elevated or competition would be a greater threat.
None of this information is available, either to the market or to regulators. The pharmaceutical ecosystem would benefit tremendously from sunshine rules that require disclosure of PBM pricing deals and rebates, some of which are now being considered. This is not to suggest regulation of pricing, but rather to provide the information that markets and regulators need for efficient functioning.
A fourth step would be to move away from the Supreme Court’s rule of reason analysis for pharmaceutical deals that involve generics. Despite the opening that the Supreme Court created in Actavis, the lower courts largely have been unable or unwilling to walk through it very far. The burden remains too great for anyone to bear. Rather, with deals involving generic entry, Congress should place the burden on those who are making the deals to show that the deals are proper.20 The taint of anticompetitive behavior is too strong throughout these arrangements, and the extent to which these deals undermine Hatch-Waxman’s intent to introduce generics early and often is too great. One who creates complexity, and the resultant capacity to hide behind that complexity, should have the burden to demonstrate that the effects are justifiable.
The most important step, however, is to make more liberal use of standards-based legal doctrines. The Hatch-Waxman system and its various amendments have tended to focus on precise and particularized legal rules. A typical example is the rule that brand-name drug companies are forbidden to receive more than one 30-month stay; the FDA must take final action on a citizen petition in 150 days.
Some fixes have leaned toward the standards approach. For example, the FDA’s ability to deny a citizen petition at any time if it believes a petition was “submitted with the primary purpose of delaying the approval of an application” is an excellent example of a standards-based approach. The amendment granting that power, however, goes on to require that the “petition does not on its face raise valid scientific or regulatory issues,”21 a provision that moves back toward the realm of rule-based approaches. Plus, as we have described, the rule has been interpreted in such a way that it has never been used to deny a citizen petition.
A classic standards-based approach can be found in the tax code’s “step transaction doctrine.” The doctrine allows tax authorities to collapse all the steps of a transaction together if the authority deems that they are part of an overall plan by the taxpayer to avoid taxation by taking a circuitous route.22 Thus, the doctrine looks at the result and intent of the overall plan, rather than focusing on whether each detail technically passes muster. A more liberal use of this type of standards-based approach could give courts and regulators the latitude to shut down strategic behavior, as opposed to playing cat and mouse across the regulatory provisions.
One should not be overly optimistic. From a political economy perspective, the pressure on members of Congress to avoid an overhaul of the system – let alone a simplified approach that will close off strategic behavior – will be great. When Congress tried to block Hatch-Waxman strategic behaviors in the 2003 amendments to the act, Congressman Henry Waxman, one of the original authors of the act, addressed the pharmaceutical industry:
I call upon the brand-name industry to cease and desist from inventing new games, and that they return to the scientific research that they are good at and that has been their real contribution.23
The congressman’s comments appear to have been in vain. Nevertheless, a comprehensive overhaul of Hatch-Waxman, that takes a systems perspective, focuses on simplification, and includes a healthy dose of standards-based authority, could go a long way toward placing these drug wars under control. After 30 years of experience with Hatch-Waxman, it is time for the next phase. Otherwise, we will all keep paying the price.
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