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Thank you Chairman Cicilline, Ranking Member Sensenbrenner, full committee Chairman
Nadler and full committee Ranking Member Collins for the honor of testifying before this
Subcommittee on competition and prescription drug prices.

My name is Michael Kades, Director of Markets and Competition Policy at the Washington
Center for Equitable Growth. We seek to advance evidence-backed ideas and policies that
promote strong, stable, and broad-based economic growth. Anticompetitive conduct in
prescription drugs is emblematic of the kind of inequality that is at the core of the most important
challenges facing our economy and our nation.

Health care costs in general and prescription drugs specifically, are, and will continue to be, a
major burden on American families, employers, and taxpayers. In 2017, the United States spent
$333 billion on prescription drugs, accounting for roughly 1 out of every 10 dollars spent on
healthcare.! This challenge is not simply about costs. When prescription drugs cost too much, it
affects the patient, not just her pocketbook. Thirty percent of Americans are not taking their
prescriptions as directed, due to costs.? Behind these numbers are real people facing real
problems, such as Adalyn Watts, who, on a fixed income, can’t afford her insulin and still buy
food and pay the rent.?

There is no silver bullet to controlling prescription drug costs. Rather, it will take a broad range
of policies to address the problem. Within that context, competition can play a vital role in
promoting the development of new drugs and controlling costs. In 1984, Congress passed the
Hatch-Waxman Act, which spurred both innovation and price competition by creating a pathway
for the approval of generic drugs. Today, however, competition is broken. It has become far too
easy for companies to manipulate the system to delay competition and increase prescription drug
costs.

Delaying and suppressing competition in prescriptions can be enormously profitable, increasing
the cost of prescription drugs by millions of dollars a year and prevent competition for years.
Unless a strong deterrent exists, many companies will see antitrust liability simply as a cost of
doing business. Yet even as the public and Congress are turning their attention to high
prescription drug costs, the federal courts have questioned and limited the Federal Trade
Commission’s ability to deprive defendants of the profits they earn by violating the Federal
Trade Commission Act.

! Center for Medicare and Medicaid Services, “National Health Expenditure Data” Table 2,
https://www.cms.gov/research-statistics-data-and-systems/statistics-trends-and-
reports/nationalhealthexpenddata/nationalhealthaccountshistorical.html

2 Kaiser Health Network, “Americans Ready to Crack Down on Drug Prices That Force Some to Skip Doses,” (March
1, 2019), https://khn.org/news/americans-ready-to-crack-down-on-drug-prices-that-force-some-to-skip-doses/ (29
percent did not take medicine due to cost), Thomas Goetz, GoodRX “Health Insurance Aside, American Still
Struggle to Pay for the Medications,” https://www.goodrx.com/blog/health-insurance-aside-americans-still-
struggle-to-pay-for-their-

medications/?utm source=newsletter&utm medium=email&utm campaign=newsletter axiosvitals&stream=top
(1/3 report skipped filling a prescription one or more times because of costs).

3 Adalyn Watts, Patients for Affordable Drugs, https://www.patientsforaffordabledrugs.org/story/adalyn-watts/.
Patients for Affordable Drugs, and its founder David Mitchell, have put a human face on this issue by collecting and
publishing the stories of individuals bearing the burden on high cost prescription drugs.
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Allowing companies to engage in anticompetitive activity also may undermine innovation. If a
company can maintain its monopoly by excluding competition or by paying off a competitor,
then it will have less incentive to innovate. This is likely to be a particular problem in
pharmaceutical markets. Oftentimes, a small tweak to a product will extend the exclusivity of a
product for years at little cost. Instead of undertaking costly and risky research that could lead to
a breakthrough, companies may rely on anticompetitive conduct to protect their profits.

There are three simple policy proposals that could bolster competition in pharmaceutical
markets.

o Stopping Strategies that Delay Generic Approvals: This Subcommittee, along with the
Senate Judiciary Committee, has been a leader in addressing sample blockades and safety
protocol filibusters. The CREATES Act would stop both practices.

e Stopping Pay-for-Delay Agreements: Despite the U.S. Supreme Court’s clear signal in
the Actavis case that pay-for-delay can be anticompetitive, the FTC continues to spend
substantial resources and time challenging clear violations. Tougher laws, such as the
Preserve Access to Affordable Generics Act, would deter such conduct and free up
limited resources to attack other anticompetitive conduct.

o Restore and Confirm the Federal Trade Commission’s Disgorgement Authority: A
relatively simple modification to the Federal Trade Commission Act would clarify the
FTC’s authority to deprive companies of any illegal profits they earned—authority that is
critical to deterring highly profitable but anticompetitive conduct.

I make these recommendations based on my career spent fighting anticompetitive practices in the
health care industry and elsewhere. For 20 years at the Federal Trade Commission, much of my
time was spent on the frontline of what has been, and continues to be, a never-ending struggle to
protect competition in pharmaceutical markets.

In principle, the antitrust laws stand as a bulwark against anticompetitive conduct. But the courts
have increasingly stripped those antitrust laws of their potency. With few exceptions, courts have
imposed ever higher burdens of proof on the government, creating incentives for companies to
violate the antitrust laws. What should be easy cases have become difficult to prove, and many
types of conduct escape condemnation. As a result, companies are emboldened to push the limits
of business conduct because the rewards are great, and the risks of liability are low. All the
while, consumers are paying the price with higher drug costs.

Over the course of my career | have seen the power of antitrust enforcement to protect
consumers from activity that, when left unchecked, costs consumers millions and puts lives at
risk and what happens when courts circumscribe antitrust doctrine and cripple enforcement. As a
young attorney, I was part of the FTC team that successfully challenged a generic company’s
strategy to lock-up a key supply ingredient on three drugs and raise prices by more than 2,000
percent, thus earning more than $100 million in illegal profits. I played a leading role in the FTC
case challenging Schering-Plough’s $60 million payment to a potential competitor to delay its



entry, which protected close to $1 billion in revenue for Schering-Plough’s branded K-Dur
product. Unfortunately, the federal courts initially decided that the branded companies could pay
to eliminate potential competition, at least until the patent expired, legitimizing what came to be
known as pay-for-delay patent settlements.

Then, as an attorney advisor to Federal Trade Commissioner, and later, FTC Chairman Jon
Leibowitz, I coordinated the Federal Trade Commission’s strategy to stop this practice, which
delayed cost-saving competition by, on average, 17 months and cost consumers $3.5 billion a
year.* After a concerted, decade-long effort that involved virtually all parts of the agency, the
Department Justice’s Antitrust Division and the Solicitor General’s Office, the Supreme Court in
Federal Trade Commission v. Actavis’® held that such agreements can violate the antitrust laws.
Although the decision prevents the worst-case scenario, it is taking years and, in a recent case, a
decade for the FTC to obtain relief in even the most blatant pay-for-delay case.

Even as the Federal Trade Commission made progress on stopping pay-for-delay patent
settlements, companies found new ways to subvert competition. Two related tactics are sample
blockades and safety protocol filibusters. FDA approval to sell a generic drug requires a
company to prove that its product is the same as the branded drug product, by comparing its
product to the branded product.® Certain branded pharmaceutical companies are preventing
companies from obtaining branded samples, which prevents the generic manufacturer from
obtaining approval to market its product. Relatedly, in certain circumstances, the law requires the
brand company and the generic company to negotiate safety protocols. Some branded companies
filibuster these negotiations. As Deputy Chief Trial Counsel for the Bureau of Competition, I
worked on investigations into, and cases challenging, branded companies use of these tactics to
delay competition.

My testimony begins by describing generic drug competition, the unique role it plays in
controlling the prices for prescription drugs, how that competition is fragile, and how it can
easily be disrupted by anticompetitive practices. Then, I propose three policy reforms that will
bolster competition and deliver more affordable medicine to consumers and save lives. My
comments will be motivated by a simple idea: the focus of policy should be to understand the
experiences of—and improving the living standards of—American families, particularly middle-
class families and families striving to reach the middle class.

A. The Nature of Competition in Pharmaceutical Markets Creates Incentives to Delay and
Prevent Competition

Competition plays a unique and fragile role in determining prescription drug costs: Unique
because competition from generic alternatives are the only competition that dramatically reduces
costs and fragile because this competitive dynamic can be circumvented in many ways.

4 pay-for-Delay: How Drug Company Pay-Offs Cost Consumers Billion,” An FTC Staff Study at 2 (2009),
https://www.ftc.gov/sites/default/files/documents/reports/pay-delay-how-drug-company-pay-offs-cost-
consumers-billions-federal-trade-commission-staff-study/100112payfordelayrpt.pdf

5570 US___, 133 S.Ct. 2223 (2013).

6 The technical term is proving the generic product is bioequivalent to the branded drug.
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Prescription drugs fall into two broad categories. The more traditional and common ones are
called small molecule drugs (ibuprofen, antibiotics, etc.) A newer but growing category is
biologics, which are protein-based and derived from living matter or manufactured in living cells
using recombinant DNA biotechnologies (Humira).”

1. Generic Competition for Small Molecule Drugs

The impact of the Hatch-Waxman Act on competition for small molecule drugs cannot be
overstated. Prior to its passage, few generics were available. Today, generic competition has a
dramatic impact. As figure 1 shows, in a matter of months (and sometimes even faster), a generic
drug takes the vast share of the branded product’s sales. This phenomenon is similar for almost
all small molecule drugs. Figure 1 depict a generic entry event that occurred in 1999. Currently,
a generic product gains market share at even a faster rate than in the late 1990s. Now, a generic
product, on average, captures 90 percent of the market within a year of entering the market.?
And, the branded company’s profits plummet; simply delaying generic competition can be very
profitable.

Generic entry dramtically reduces branded product sales
Monthly new prescriptions dispensed in thousands
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Figure 1

Both generic companies and consumers, however, benefit from competition. As Figure 2 shows,
generic competition leads to substantial price decreases. Eventually those prices fall to roughly

7 Federal Trade Commission, “Emerging Health Care Issues: Follow-on Biologic Competition,” (June 2009) at i,
www.ftc.gov/sites/default/files/documents/reports/emerging-health-care-issues-follow-biologic-drug-
competition-federal-trade-commission-report/p083901biologicsreport.pdf

8 Department of Health and Human Services, “Some Observation Related to the Generic Drug Market (May 6,
2015) at 4, https://aspe.hhs.gov/system/files/pdf/139331/ib_GenericMarket.pdf (“Generic Drug Market Letter”)
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15 percent of the branded price.” While generic companies earn profits, the big winners are
consumers who end up receiving the same therapeutic benefit at a far lower cost.

Critically, price competition, whether for small molecule drugs or biologics, comes from a
limited set of potential competitors. And the incentives to prevent that competition are large.

Generic competition dramatically lowers drug prices
Generic price relative to brand price (average)
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Source: Chintan V. Dave, Pharm.D., Ph.D., Abraham Hartzema, Pharm.D., Ph.D, and Aaron S. Kesselheim, M.D., J.D., “Prices of Generic Drugs Associated
with Numbers of Manufacturers; The New England Journal of Medicine, https:/ /www.nejm.org/doi/full/10.1056 /NEJMc1711899.
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Figure 2

2. Biosimilar Competition for Biologics

Biologics drugs, such as Humira, represent an increasingly large portion of prescription drug
costs, accounting for 25 percent of all prescription drug sales in 2016.!° They offer great promise
in in combating debilitating and rare diseases.!' But they tend to be very expensive, costing
patients tens, or even hundreds, of thousands of dollars per year.

In 2010, in the Biologics Price Competition and Innovation Act, Congress attempted to create a
similar competitive dynamic for biologics that exists for small molecule drugs. The Act created
an abbreviated path for approval of biosimilar drugs. Like generics, biosimilars have no
clinically meaningful difference from the corresponding biologic drug.!? Biosimilar drugs,
however, are more expensive to develop than generic small molecule products, and they require

° Generic Drug Market Letter at 4

10 |an Hayden, “Biologics: The Price Drugs Transforming Medicine,” The Conversation, Scientific American, (July 28,
2017), https://www.scientificamerican.com/article/biologics-the-pricey-drugs-transforming-medicine/

11 B|O Issue Brief, “What is Biotechnology,” https://www.bio.org/toolkit/issue-briefs/what-biotechnology

12 Food and Drug Administration, “What is a Biosimilar,”
https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/App
rovalApplications/TherapeuticBiologicApplications/Biosimilars/UCM585738.pdf
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more testing. And, as of yet, none are deemed interchangeable. Even when BPCIA was enacted,
experts expected that biosimilar production would be priced at less of a discount and achieve a
lower level of market penetration than generic small molecule drugs are.!*> With many biologics
having high prices and large revenues—Humira sales exceed $13 billion, Enbrel sales fall just
short of $5 billion, Rituxan sales exceed $4 billion—biosimilar competition can save hundreds of
millions of dollars per year per drug even if the biosimilar product is priced at a modest discount
(25 percent) and gains only a modest share (30 percent).'*

So far, in the United States, experience has not lived up to those expectations. The European
Union approved!? its first biosimilar in 2006, but the FDA did not approve a biosimilar until
2015. Today, according to NPR,'¢ Europeans have access to some 50 biosimilars. The FDA has
approved 17 biosimilars and only seven are on the market.!” In Europe, biosimilars accounted for
over 25 percent of reference molecule share for Remicade within two years of launching (which
has risen to more than 60 percent). In contrast, in the United States, biosimilar versions of
Remicade account for just 7 percent of the market after two years.'® Although a biosimilar
version of Humira will not be available in the United States until 2023, competition from
biosimilars in Europe forced AbbVie to lower Humira’s price 80 percent.'®

Biosimilars are delivering significant savings in Europe but not in the United States. There are
many reasons for the lack of success in the United States, which Professor Scott-Morton
discusses. A successful biosimilar market must develop in the United State in order to control
prescription drug costs.

13 Federal Trade Commission, “Emerging Health Care Issues: Follow-on Biologic Drug Competition,” at 14-24
(2009), www.ftc.gov/sites/default/files/documents/reports/emerging-health-care-issues-follow-biologic-drug-
competition-federal-trade-commission-report/p083901biologicsreport.pdf.

14 AbbVie Reports Full-Year and Fourth-Quarter 2018 Financial Results (January 25, 2019)(Humira);
https://news.abbvie.com/news/abbvie-reports-full-year-and-fourth-quarter-2018-financial-results.htm; Amgen
Reports Fourth Quarter and Full Year 2018 Financial Results (January 29, 2019)(Enbrel),
https://www.amgen.com/media/news-releases/2019/01/amgen-reports-fourth-quarter-and-full-year-2018-
financial-results/; Roche Finance Report 2018 at 13 (Rituxan) www.roche.com/dam/jcr:933329c4-4564-4b17-a29b-
246ac7e617d5/en/fb18e.pdf.

15 Martin Schiestl et al. “Ten years of biosimilars in Europe: development and evolution of the regulatory
pathways” Drug design, development and therapy,” vol. 11 1509-1515. 16 May. 2017, doi:10.2147/DDDT.S130318
16 Sarah Jane Tribble, “Why the U.S. Remains the Most Expensive Market For 'Biologic' Drugs in The World”
(December 19, 2018). https://www.npr.org/sections/health-shots/2018/12/19/676401634/why-the-u-s-remains-
the-most-expensive-market-for-biologic-drugs-in-the-world

17 Food and Drug Administration, “Biosimilar Product Information,”
https://www.fda.gov/drugs/developmentapprovalprocess/howdrugsaredevelopedandapproved/approvalapplicati
ons/therapeuticbhiologicapplications/biosimilars/ucm580432.htm (17 approved products); Association for
Accessible Medicines, “Statement for the Record, House Committee on Oversight and Reform, Hearing on
Prescription Drug Prices,” at 6 (January 29, 2019) (seven marketed biosimilar products).
https://docs.house.gov/meetings/GO/G000/20190129/108817/HHRG-116-GO00-20190129-SD003.pdf

18 Aaron Gall, “Biosimilars: adoption update in EU & US — Dec. *18 data: Herceptin & Rituxan moving; Remicade US
will not adopt in 2019 (Feb. 26, 2019).

1% Bob Herman, “AbbVie cuts Humira’s price by 80% (in Europe), Axios, Nov. 1, 2018.
https://www.axios.com/abbvie-cuts-humira-price-europe-biosimilars-cc2d3d61-5782-4042-8c24-
b322ea8285b4.html




Critically, price competition, whether for small molecule drugs or biologics, comes from a
limited set of potential competitors. And the incentives to prevent that competition are large.

That competitive dynamic is fragile because there are many decisionmakers and overlapping
legal and regulatory structures. Successful competition means the product has obtained approval
from the Food and Drug Administration, it has gotten a preferred status on the insurer’s
formulary, and a doctor, who has little or no financial incentive, has prescribed it.?? If
competition breaks down at any point in that chain, prescription drug costs increase.

B. Breaking the Chain: Preventing Approval of Generic or Biosimilars through Sample
Blockades and Filibustered Negotiations

Obviously, a product without FDA approval cannot compete in the marketplace. If the company
cannot satisfy the FDA’s requirements, then the system is working as it should. Yet some
branded companies have found two ways to manipulate the system to prevent generic approvals
through Sample Blockades and Filibustered Negotiations

1. Sample Blockade

If a company seeking approval for a generic drug (or a biosimilar) cannot obtain samples of the
branded product, then it cannot perform the testing required to obtain approval. No samples; no
testing; no FDA approvals, all of which means no competition and higher prescription drug
prices.

Typically, companies seeking to develop a generic drug or biosimilar product obtain samples
from drug wholesalers. In the case of a restricted or closed distribution system, the branded
company is the only source for the sample. Some companies simply refuse to sell the sample to a
potential competitor, thereby, protecting the branded franchise. This strategy can delay
competition for years and sometimes for a decade or longer. For example, Mylan
Pharmaceuticals alleges that it tried, unsuccessfully, to buy samples for Thalomid beginning in
2004 and for Revlimid in 2008, drugs both subject to Risk Evaluation Mitigation Strategy
(REMS), but the manufacturer, Celgene, refused.?! In 2014, Mylan sued Celgene?? in a case that
is scheduled to go to trial this year.

This strategy arose from a manipulation of the REMS systems.?* Some drug products present
unique dangers, and the FDA imposes additional safety requirements to ensure that the drug’s

20 |f the FDA has deemed a product bioequivalent to the branded drug, a pharmacy can fill a prescription for the
branded drug with the bioequivalent generic.

21 See Michael Carrier, “Sharing, Samples, and Generics: An Antitrust Framework,” 101 Cor. L. Rev. 1, 14-15.
https://www.ssrn.com/abstract=2979565

22 Jonathon Stempel, “Mylan sues Celgene for blocking Revlimid, Thalomid generics,” (April 3, 2014);
https://www.reuters.com/article/celgene-mylan-lawsuit/mylan-sues-celgene-for-blocking-revlimid-thalomid-
generics-idUSLINOMV2A820140403

2 Food and Drug Administration “A Brief Overview of Risk Evaluation & Mitigation Strategies (REMS),”
https://www.fda.gov/downloads/AboutFDA/Transparency/Basics/UCM328784.pdf
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benefits outweigh its risks.?* The most restrictive of these requires a closed distribution system in
which the manufacturer may not sell through normal distribution channels (through wholesalers).
Instead it sells directly to pharmacies or through a specified distributor.?> REMS systems with
restricted distribution revealed that a branded company could easily prevent the generic company
from obtaining samples. Over time, some companies have taken the position that REMS or not, a
company has no obligation to provide its product to companies seeking to market a competing
product.?® According to the FDA, 28 out of 54 products in which drug companies cannot obtain
samples are products with no REMS requirement.?’

2. Safety Protocol Filibusters

The second tactic occurs only with drugs subject to a REMS. By law, when a company seeks
approval to sell a generic version of a branded drug subject to a REMS, there is a presumption
that the branded company and the generic companies should develop a shared REMS distribution
system and a shared set of safety protocols for the distribution of the drug, known as a single-
shared REMS.?® Before receiving FDA approval, the generic must reach an agreement with the
branded company on the shared system or seek a waiver of the requirement from the FDA. The
branded company, which is already approved and on market with its REMS distribution system,
by contrast, faces no repercussions for refusing to negotiate. Dragging out negotiations delays
approval of the generic product and protects the branded company’s profits.

The presumption has failed. Since Congress created the presumption of a single-shared REMS
system more than a decade ago, the FDA has approved only one single-shared REMS system
where the generic product was not on the market.?’ Two examples stand out. In the case of
Suboxone, a drug used to treat opioid addiction, the branded company allegedly delayed
negotiations of a shared REMS so that it could switch its franchise to a new form of the drug that
insulated its $1.5 billion franchise from generic competition.** For more than three years, generic
companies tried unsuccessfully to negotiate a shared REMS system with Jazz Pharmaceutical for
Xyrem, a billion dollar drug used to treat narcolepsy, before the FDA granted a waiver from the
shared REMS requirement.!

24 The Federal Food, Drug, and Cosmetic Act, 21 U.S.C. § 355-1, as amended by the Food and Drug Administration
Amendments Act of 2007, Public Law 110-85, 121 Stat. 823 (Sept. 27, 2007)

25 “A Brief Overview of Risk Evaluation & Mitigation Strategies (REMS). These are known as Elements to Assure
Safe Use (ETASU). https://www.fda.gov/downloads/AboutFDA/Transparency/Basics/UCM328784.pdf.

26 See Actelion Pharm LTD v. Apoatex, 2013 U.S Dist. Lexis 135524, *3.

27 Food and Drug Administration, “Reference Listed Drug (RLD) Access Inquiries,
https://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplica
tions/AbbreviatedNewDrugApplicationANDAGenerics/ucm607738.htm

2821 U.S.C. § 505-1(i)(1)(B)

29 | etter from Dayle Cristinzio, Associate Commissioner for Legislation, Food and Drug Administration to Senator
Patrick Leahy, at 5 (Dec. 22, 2016). Attached as Appendix A. In six other single-shared REMS, the generic product
was on the market before 2007 when Congress created the REMS system.

30 See Robin Feldman, Drug Wars, 87-90 (Cambridge 2017)

31 Carrier, “Sharing, Samples, and Generics: An Antitrust Framework, 103 Cornell L. Rev. at 45. (2017).
https://www.ssrn.com/abstract=2979565




In some cases, the generic may not have received approval even without these delay tactics. But
it makes little sense for a monopolist to serve as the gatekeeper for competition.

3. Failed Solutions

These strategies are neither new nor unexpected. Congress has said explicitly that a company
shall not use a REMS system to “block or delay approval” of an ANDA .32 But the statute
provides no enforcement mechanism. On multiple occasions the FDA has tried to address the
situation. In response to branded companies’ arguments that generics would adopt insufficient
safety precautions in their testing, the FDA began reviewing generic companies’ testing
procedures. If the FDA is satisfied, it will send a letter confirming that the generic companies’
protocols contain safety protections comparable to the applicable REMs for the branded drug.
Further, the letter states that selling product to the generic company would not violate the
applicable REMS.?? Finally, starting last year, the FDA began disclosing all drugs for which a
potential generic company has said that it could not obtain the branded product.** Disclosure has
had little impact. The current list identifies more than 170 inquiries covering more than 50
products.’?

Monopolization is illegal under Section 2 of the Sherman Act and this tactic should fall within
the scope of Section 2. Over the past two decades, however, the Supreme Court has significantly
limited the scope of monopolization law, in particular for monopolists’ refusals to deal with
competitors.’® Although the Federal Trade Commission has argued in Amicus Briefs that
refusing to provide samples could violate the antitrust laws, it has not brought an enforcement
action.’” Some private action, antitrust cases have survived motions to dismiss and summary
judgment. No case has been successfully litigated to judgment. At best, antitrust enforcement in
this area takes years, by which time the conduct may have achieved its goal.

4. The CREATES Act: A Practical Solution

The Creating and Restoring Equal Access to Equivalent Samples Act (CREATES),® a bipartisan
bill introduced by the Chairman and Ranking members of the House Judiciary Committee and

3221 U.S.C. § 344-1(f)(8).

33 FDA Draft Industry Guidance, “How to Obtain a Letter from FDA Stating that Bioequivalence Study Protocols
Contain Safety Protections Comparable to Applicable REMS for RLD,”
https://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm425662.pdf

34 Food and Drug Administration, “Reference Listed Drug (RLD) Access Inquiry,”
https://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplica
tions/AbbreviatedNewDrugApplicationANDAGenerics/ucm607738.htm

35 Food and Drug Administration, “Reference Listed Drug (RLD) Access Inquiry,”
https://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplica
tions/AbbreviatedNewDrugApplicationANDAGenerics/ucm607738.htm

36 Verizon Communications, Inc. v. Law Offices of Curtis V. Trinco, LLP, 540 US 498 (2004); see also, Louisiana
Wholesale Drug Co. v. Shire, 754 F.3d 128 (2014) (finding a refusal to deal claim requires a prior course of dealing).
37 See Federal Trade Commission, Brief as Amicus Curiae, Mylan Pharm. v. Celgene Corp., 2:14-CV-2094 (D.NJ June
17, 2014), https://www.ftc.gov/system/files/documents/amicus briefs/mylan-pharmaceuticals-inc.v.celgene-
corporation/140617celgeneamicusbrief.pdf

38 As a detailee counsel to Senator Klobuchar, | worked on the introduction of this legislation in 2017.
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the Antitrust subcommittee, is a practical and narrowly tailored solution to these problems.?’
First, a generic or biosimilar developer could sue a branded company for samples if the product
is not available in the normal channels of commerce and the branded company has refused to sell
to the developer. If successful, the court would order the branded company to sell sufficient
samples to the generic for testing purposes. To ensure the branded company does not simply
force every generic competitor to bring an action, the bill provides for attorney fees for the
plaintiff if successful. And, the court assesses a penalty if the branded company lacks a
legitimate business reason for refusing to sell the samples or if it fails to obey the court order to
sell the product. Second, the bill would eliminate the presumption in favor of a shared REMS.

This solution is simpler than requiring the FDA to wade into commercial disputes between
private parties. Also, the remedies are narrower than under the antitrust laws. A clear rule
bolstered by a simple enforcement mechanism will eliminate the incentive and ability for
companies to use a sample blockade to delay entry.

Objections to the bill are unfounded. Taking a step back, bioequivalency and biosimilar testing,
which is the issue being addressed in the CREATES Act, occurs in a tightly controlled setting,
and involves a relatively small number of samples. The FDA estimates the testing requires
roughly 1,500 to 5,000 units (capsules or tablets) and relatively few subjects. That setting
presents a lower level of risk than occur in the real world with everyday use by patients, which
are situations that REMS address.*

Some have argued that the bill eliminates the FDA’s authority to ensure that testing procedures
are safe and will pose a danger because some drug developers will mishandle the samples during
the testing process. The FDA flatly disagrees: “The CREATES Act would—appropriately—
leave unchanged FDA’s authority to ensure that generic developers are using acceptable safety
standards in bioequivalence testing.”*! The FDA would have the same authority and
responsibility to ensure safety as it does currently. Section 3(b)(2(B) of the CREATES Act
requires drug developers to obtain FDA approval for its bioequivalent or biosimilar testing
before it can bring an action for samples for any drug subject to a REMS. Further, the FDA can
impose any requirement it deems necessary.

Enacting the bill will not lead to frivolous litigation. The primary relief is that the plaintiff will
receive enough samples to conduct the necessary testing for FDA approval. Only a company
with the interest and capacity in developing and marketing a generic or biosimilar product will
benefit from this injunctive relief. Nor will the penalty provision trigger frivolous law suits. A
defendant can always avoid the monetary award by simply supplying the drug. Further, the
monetary penalty occurs only if the defendant has no legitimate business reason for having
refused to sell the samples to the plaintiff. The penalty provision will deter companies from
abusing the system.

Without any deterrence, some companies might simply require every generic company to sue
them before providing the samples, which would defeat the purpose of the bill. Others have

39 H.R 965 https://www.congress.gov/bill/116th-congress/house-bill /965 /text
40 | etter from Cristinzio to Sen. Leahy at 2-4 (attached as Appendix A).
41 | etter from Cristinzio to Sen. Leahy at 4 (attached as Appendix A).
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suggested that the penalty should go to the U.S. Treasury, either in whole or in party. Such a
change would diminish or eliminate the incentive of the plaintiff to undertake the additional and
difficult burden of establishing that the penalties are merited. Similarly, giving the FTC the
responsibility to enforce the statute or to obtain monetary penalties would force the agency to
choose between its broader mission or spend significant resources enforcing this one issue.

A monetary penalty may not be only the deterrence that could work. Alternatively, another
possible penalty would be to reduce the branded company’s exclusivity by some multiple of the
days that the branded company did not provide the samples.

C. Breaking the Chain: Pay-for-Delay Patent Settlements

The competition chain also breaks if a branded company pays the generic or biosimilar company
to delay launching its competitive product. These agreements arise in patent litigation. The
branded company has sued the generic company for patent infringement. If the brand wins the
litigation, the generic company cannot enter the market, and the brand keeps its monopoly
profits. If the generic wins, it can enter the market. The brand quickly loses sales as described in
Section Al. The generic earns a profit—but far less than what the brand earned) —and
consumers pay lower prices.

Beginning in the 1990s, a new form of settlement arose. The brand company would eliminate the
potential for competition and pay the generic company not to market its product for a period of
time. This strategy circumvents the Hatch-Waxman structure to encourage competition. Both the
branded and generic company profit at the expense of the consumers.

1. The Problem

The antitrust battle over these settlements has raged for more than 15 years. In a series of
decisions that began in 2003, various courts concluded that this practice was acceptable.*? In
these courts® view, the fact that the branded company’s patent might exclude the generic meant
that the branded company could pay the generic not to compete for any period of time until the
patent expired.

These rulings had a devastating impact on generic competition. The number of potential pay-for-
delay deals increased from zero in FY 2004 to a high of 40 in FY 2012.** On average, these
deals delayed generic competition by 17 months and increased total prescription drug costs by
$3.5 billion a year.

These cases reveal the powerful incentives for branded and generic companies alike. Branded
companies are calculating how much the generic could earn by competing and compensating
them for not competing. Take the FTC’s case against Schering-Plough and Upsher-Smith. The

42 Federal Trade Commission v. Watson Pharms., Inc., 877 F.3d 1298 (11th Cir. 2012); Ark. Carpenters Health and
Welfare Fund v. Bayer AG, 544 F.3d 1323 (Fed. Cir. 2008) In re Tamoxifen, 466 F.3d 187 (2nd Cir. 2005); Valley Drug
Co. v. Geneva Pharms., 344 F. 3d 1294 (11th Cir. 2003).

43 https://www.ftc.gov/system/files/documents/reports/agreements-filed-federal-trade-commission-under-
medicare-prescription-drug-improvement-modernization/overview of fy 2015 mma agreements O.pdf
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case involved Schering’s branded product, K-Dur 20, a potassium supplement. Schering alleged
that Upsher’s generic version would infringe the patent on the coating of its K-Dur product.
Under the settlement, Upsher agreed to stay off the market for four years. In addition, Schering
paid Upsher $60 million. Upsher also gave Schering the rights to sell four unrelated products
outside of North America. Figure 3 shows a page from a document presented to Schering’s
Board that describes the settlement. The board was told explicitly that the payments were to
replace the income Upsher would have made selling the generic product.*4
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Figure 3

In the Androgel litigation,*> the FTC challenged a settlement in which Watson Pharmaceuticals,
the generic company, agreed to keep its generic Androgel product off the market until 2015.
Until then, Watson would market Solvay’s branded product and receive a royalty on the branded
product’s sales. Instead of trying to take sales from the monopolist, Watson would be trying to
increase them; Watson was literally sharing in Solvay’s monopoly profits. Figure 4 is an excerpt
from a Solvay document analyzing potential settlements with the copromotion agreement. The
left column shows the date of generic competition. Not surprisingly, the later competition occurs,
the more Solvay earns (the Solvay NPV) and the less Watson makes (“Generic column™). The
Watson carve-out column shows how much Watson will make from the copromotion. The later
the generic competition occurs, the more Watson makes on promoting branded Androgel.
Indeed, with a share of branded Solvay’s Androgel profits, Watson would make the same profit
whether it launches a generic in 2011 or 2015. Consumers, who do not appear in the document,
are worse off as they lose the benefit of competition for four years.

4 Nevertheless, the 11*" Circuit found that the payments were not made to delay entry.
45 Also known as the Federal Trade Commission v. Actavis or the Actavis case.
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2. The Supreme Court’s Partial Solution

In 2013, in the Androgel Case (FTC v. Actavis), the Supreme Court rejected the lenient view that
patent holders could simply pay potential infringers to stay off the market. According to the
Supreme Court, an agreement in which the branded and generic companies eliminate potential
competition and share the resulting monopoly profits likely violates the antitrust laws, absent
some justification.*® The Supreme Court’s decision has limited pay-for-delay deals. In FY 2015,
the most recent year of reported data, the number of potential pay-for-delay deals fell to 14.47

That success has been incomplete, and it overlooks the cost of enforcement. The Supreme Court
approach requires a case-by-case analysis of a practice that virtually always is anticompetitive.
That allows companies to find new ways to hide compensation or offer a plethora of alternative
justifications for their conduct. Based on the past mistakes and some open hostility to the
Supreme Court’s decision, courts could accept one of these defenses and create a costly
loophole. Some courts are openly hostile to the Supreme Court’s decision.*®

Further, the approach is resource intensive. The FTC has had to litigate multiple pay-for-delay
cases since the since the Supreme Court’s decision. As former Acting Chairman Maureen

46 Federal Trade Commission v. 570 US 136, 158 (2013).

47 https://www.ftc.gov/system/files/documents/reports/agreements-filed-federal-trade-commission-under-
medicare-prescription-drug-improvement-modernization/overview of fy 2015 mma agreements O.pdf
48 See, In re Wellbutrin XL Antitrust Litig., 868 F.3d 132 (3rd Cir. 2017).
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Ohlhausen explains, for first two years after the Androgel decision, the Commission was
“relegated to damage control,” having to file “ a series of amicus briefs across the country to
rectify misconceptions.” Indeed, the FTC finally resolved the Androgel case itself last week,
almost six years after the Supreme Court decision allowing the case to go forward and over a
decade after the case was filed.

3. Lessons from the fight over Pay-for-Delay Settlements

First, pay-for-delay underscore how strong the incentives are for companies to eliminate
competition, which benefits them but harms consumers. Further, branded and generic companies
are aware of those incentives and act on them.

Second, antitrust rules matter. When courts treated pay-for-delay agreements as
legal, their use skyrocketed. (See Figure 5). When the Supreme Court rejected
that approach, they use declined, but they are still occurring.

Impact of court decisions on frequency of pay-for-delay settlements
Number of potential pay-for-delay settlements by fiscal year

45
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Source: Agreements Filed with the Federal Trade Commission under the Medicare Prescription Drug, Improvement, and Modernization Act of 2003,
Overview of Agreements Filed in FY 2015, A Report by the Bureau of Competition.

‘w Equitable Growth

Figure 5

Third, although the current Supreme Court rule on pay-for-delay settlements protects
competition better than the lower courts had, it still has required the FTC to spend substantial
resources to prevent clearly anticompetitive conduct.

49 Maureen K. Ohlhausen, “Dollars, Doctrine, and Damage Control: How Disgorgement Affects the FTC's Antitrust
Mission,” April 20, 2016,
https://www.ftc.gov/es/system/files/documents/public_statements/945623/160420dollarsdoctrinespeech.pdf.
Commission Ohlhausen was making the point that the FTC's focus on obtaining. disgorgement had led to this
situation.
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Congress should pass legislation that creates a strong presumption against pay-for-delay deals,
such as the Preserve Access to Affordable Generics Act.>® Not only would such legislation stop
the practice. It also would free up resources so that the FTC could investigate and challenge
other anticompetitive activity in the pharmaceutical industry.

D. Stopping Anticompetitive Conduct Before it Starts: The Need for Strong Deterrence

Some practices, such as pay-for-delay and sample blockade, can be addressed through industry-
specific legislation as I have discussed. But Congress cannot legislate a specific statute for every
type of conduct. Over the years, the courts have limited the reach of the antitrust laws,
particularly regarding conduct by monopolists or vertical agreements (those that are between
actors at different levels of the supply chain, such as a branded manufacturer and a Pharmacy
Benefit Manager).’!' This development is problematic in the context of pharmaceutical markets.
When combined with the substantial benefits of limiting generic competition, complex and
vague doctrines are an invitation for companies to act on those incentives, which will increase
prescription drug pricing.

This dynamic increases the importance of monetary remedies. The Federal Trade Commission
has deprived companies of the profits they earned while violating the antitrust laws.’> Recently,
the Third Circuit Court of Appeals clipped the FTC’s ability to seek monetary remedies in
precisely the type of case where it is most needed.

The FTC alleged that Viropharma had illegally maintained its monopoly over Vancocin capsules
(a drug that treats a potentially life-threatening gastrointestinal infection) by filing sham petitions
to delay the approval of generic competition:

ViroPharma illegally maintained its monopoly over Vancocin Capsules by filing
43 repetitive and unsupported (or sham) petitions with the FDA, as well as three
lawsuits, between 2006 and 2012, all in an effort to obstruct and delay approval of
a generic version of its branded drug. Even after a panel of 16 independent
scientific and medical experts convened by the FDA considered and rejected
ViroPharma’s unsupported arguments, ViroPharma continued to repeat its
rejected arguments, the complaint alleges. The FTC alleged that ViroPharma’s
conduct significantly delayed the FDA approval of a generic, costing consumers
hundreds of millions of dollars.>?

50 While serving as a Counsel-Detailee for Senator Klobuchar, | worked on the Preserve Access to Affordable
Generics Act, which take this approach.

51 For a general discussion of this issue, see Howard A. Shelanski, “The Case for Rebalancing Antirust and
Regulation,” 109 Mich. L. Rev. 683, 684 (2011). The time has come for Congress to review the state of antitrust law
and consider whether the courts hare interpreting the laws correctly. It has been more than 50 years since
Congress last made substantive changes to the antitrust laws.

52 See Compl. 119 16-19, FTC v. The Hearst Trust, No. 01-cv-00734 (D.D.C. filed Apr. 5, 2001); Amd. Compl., FTC v.
Mylan Labs, Inc., No. 98-cv-03114 (D.D.C. filed Feb. 8, 1999): Compl., FTC v. Perrigo Co., No. 1:04CV01397 (D.D.C.
Aug. 12, 2004); FTC v. Cephalon, Inc., Statement of the Fed. Trade Comm’n (May 28, 2015),
https://www.ftc.gov/public-statements/2015/05/statement-federal-trade-commission-ftc-v-cephalon-inc

53 Markus Meier, “Antitrust Concerns and the FDA Approval Process,” Testimony before the United State House of
Representatives Judiciary Committee, Subcommittee on Regulatory Reform, Commercial and Antitrust Law, at 15-
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In essence, the FTC alleged that ViroPharma bombarded the FDA with multiple and repetitive
requests to make it harder for generic companies to obtain approval. Although the FDA rejected
the petitions, the review process itself delayed generic approval.

The allegations, if true, are egregious and without a legitimate justification. Because they
involved an attempt to influence the government (petitioning), the government must show that
the petitioning is a sham, a high standard of proof.3* Practically, the FTC could not bring a case
until the FDA had resolved all, or at least most, of the petitions. At that point, the FDA typically
also approves the generic product. The FTC can probably challenge a sham petition case only
when the conduct is complete.

The FTC had two choices. It could file an administrative action, in which case, the only relief
would be a conduct remedy (ordering the defendant not to engage in similar conduct in the
future). Or, it could file an action in federal court, where it could also seek disgorgement.
Because of the allegedly egregious conduct, the profitability of the sham petitioning (hundreds of
millions of dollars), and the difficulty of proving the case, it would make little sense to bring a
case that did not seek a monetary remedy.

The Third Circuit Court of Appeals recently affirmed the dismissal of the action, holding that the
FTC did not allege that Viropharma “is violating, or is about to violate” the law as required by
statute.>> Although one can criticize the decision on multiple grounds, the relevant point for the
Committee, is that, if correct, the decision would severely limit the FTC’s ability to seek
monetary remedies in pharmaceutical cases.

The decision essentially puts the FTC in a Catch-22. Particularly in a sham petitioning case, if
the FTC files the action before the conduct is complete (before the petitions have been denied),
then it will be difficult to establish the petitioning is a shame. If the FTC files the case after the
conduct is complete, then the defendant will argue that it is no longer violating or about to
violate the FTC Act and that, therefore, the FTC cannot bring a case in federal court and cannot
seek disgorgement. But a sham petition case is precisely the type of conduct that will be deterred
only if there are significant repercussions.

Certainly, other courts have taken a different position. Rather than wait for years as the courts
sort through this issue, Congress should clarify that, under the Federal Trade Commission Act,>
the FTC can seek a permanent injunction for any violation of the Act, including any ancillary
equitable relief such as disgorgement or restitution. Clarifying this authority is critical for the
FTC to effectively deter anticompetitive conduct.

17.

https://www.ftc.gov/system/files/documents/public statements/1234663/p859900 commission testimony re a
t concerns and the fda approval process house 7-27-17.pdf

54 Such a claim requires proof that the petitioning was objectively baseless and that the defendant intended to use
the government process, not the outcome of the process, to harm competition. See Professional Real Estate
Investors, Inc., v. Columbia Pictures Industries, Inc., 508 U.S. 49 (1993).

55 Federal Trade Commission v. Shire Viropharma, Inc. No '8-1807 (3rd Cir. Feb. 25, 2019).

56 15 USC §53(b).
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F. Conclusion

A lack of competition in pharmaceutical markets contributes to higher prescription drug prices.
Because of the unique nature of generic competition, anticompetitive conduct can yield hundreds
of millions or even billions of dollars in monopoly profits. For consumers, that can mean an
additional hundreds, or thousands, of dollars in prescription drug costs each month. Further, over
the past four decades, courts have consistently weakened antitrust doctrine making easy cases
difficult to win. As a result, antitrust enforcers have spent significant time and resources to stop
even the most egregious violations.

Three policy changes would limit anticompetitive conduct in pharmaceutical markets and bolster
competition:

e Legislation, such as the CREATES Act, would stop both sample blockades and safety
protocol filibusters, which delay competition with no countervailing benefit. The
CREATES Act would stop both practices.

e Legislation, such as the Preserve Access to Affordable Generics Act, would create a
strong presumption against pay-for-delay patent settlements, deterring such agreements

and freeing up limited resources to attack other anticompetitive conduct.

e Legislation to restore and confirm the Federal Trade Commission’s authority, ensuring
that the FTC’s enforcement actions have teeth.

Thank-you again for the opportunity to testify on this critical issue.
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The Honorable Patrick Leahy DEC 22 2016

United States Senate
Washington, D.C. 20510-4502

Dear Senator Leahy:

Thank you for your letter of October 31, 2016, co-signed by Senators Charles Grassley, Amy
Klobuchar, and Mike Lee, regarding your concern about behaviors by brand name drug
manufacturers that are delaying entry of generic competition and contributing to the growing
problem of high prescription drug costs. You identified two such tactics: withholding samples of
the brand name drug needed by the generic for bioequivalence testing, and refusing to agree to a
shared safety agreement for certain categories of drugs.

In your letter, you asked the Food and Drug Administration (FDA or the Agency) for
information on these issues. Below, we have restated your questions in bold followed by our
response.

1. Inyour testimony before the Senate HELP Committee earlier this year, you said
that the Agency has received over 100 inquiries from generic companies who have
been unable to obtain the samples needed for bioequivalence testing.

a. How does an inability to obtain samples for bioequivalence testing impact
the approval of generic drug products?

To obtain approval for a generic drug, the generic company must show, among other
things, that its version of the drug product is bioequivalent to the brand drug (also called
the “reference listed drug” or “RLD™). This usually requires the generic company to
conduct bioequivalence studies comparing their product to the RLD. To do these studies
and submit a generic drug application, they need samples of the RLD. Without these
samples, generic drug developers cannot conduct bioequivalence testing required for
FDA approval. This reduces market competition, which typically drives down drug
prices.

b. Since your testimony in January, how many additional inquiries have you
received?

We have received 19 additional inquiries since the January 2016 hearing, bringing the

total number of inquiries to more than 150. Many of these brand drug products are quite
expensive. A significant majority of these drug products are listed online at a retail price
of over $600 per patient per month, and many are in the range of thousands of dollars per
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patient per month. These inquiries have involved products with Risk Evaluation and
Mitigation Strategies (REMS) and products without a REMS.

c. Of the total such inquiries you have received, how many are inquiring
about drugs that are subject to a REMS with ETASU?

Of the 19 inquiries, 18 were for products in which the RLD was subject to a REMS with
Elements to Assure Safe Use (ETASU). FDA has issued draft guidance for industry
describing the Agency’s current views on its role in facilitating the provision of RLD
samples for bioequivalence testing (see draft guidance for industry on How to Obtain a
Letter from FDA Stating that Bioequivalence Study Protocols Contain Safety Protections
Comparable to Applicable REMS for RLD (Protocols Guidance), available at
www.fda.gov/downloads/Drugs/Guidance Compliance RegulatoryInformation/Guidances/
UCM425662.pdf). The Protocols Guidance makes clear that the described process
(through which generic companies may seek a letter to the brand company stating that the
provision of samples to the firm for generic drug development does not violate the brand
product’s REMS) is not available for products that are not subject to REMS with
ETASU. This may account (at least in part) for the reduced number of inquiries about
non-REMS products since the draft Protocols Guidance’s issuance.

2. In the context of authorization requests to FDA for access to samples for drugs for
the purposes of bioequivalence testing, what is the general range of the quantity of
the brand name drug that is typically necessary?

The total amount of RLD product required to conduct bioequivalence studies, in vitro
dissolution tests, and maintain retention samples necessary to support a generic drug
application is typically between 1,500 and 5,000 units (e.g., tablets or capsules) of the
product. This range reflects factors such as the type of bioequivalence studies recommended
for the product, the number of doses required, the number of strengths being tested, the need
for retention samples, the number of required in vitro tests, and whether the product is
available in a variety of packaging configurations or not.

3. Concerns have been raised that any efforts to address restrictions on distribution of
samples to generic competitors will endanger patient safety, particularly with
respect to drugs that may be subject to a REMS.

a. What role does FDA currently play in authorizing access to samples for a
drug subject to a REMS? What role does FDA currently play in authorizing
access to samples for a drug that is not subject to a REMS?

In cases where limitations on the distribution of a drug product occur in connection with
a REMS with ETASU, FDA, upon request, reviews a prospective generic applicant’s
draft bioequivalence study protocols, informed consent document(s), and informational
materials, and determines whether they contain safety protections comparable to those in
the applicable brand drug’s REMS with ETASU. Once we have determined that they do,
we notify the prospective generic applicant. Upon request of the prospective generic



Page 3 — The Honorable Patrick Leahy

applicant, we will also notify the brand company of this determination and inform them
that selling samples of the RLD to the generic company for testing and development will
not be considered a violation of the REMS. We note that this is a voluntary process, and
FDA developed this process in an effort to help facilitate access to RLD samples for
generic development. We also encourage companies to contact the Federal Trade
Commission if they believe a company’s refusal to sell samples to them constitutes
anticompetitive behavior.

This process is described in our draft guidance, How to Obtain a Letter from FDA Stating
that Bioequivalence Study Protocols Contain Safety Protections Comparable to
Applicable REMS for RLD (Protocols Guidance), available at www.fda.gov/downloads/
Drugs/GuidanceComplianceRegulatorylnformation/Guidances/UCM425662.pdf.

In cases where there are no REMS with ETASU impacting distribution, we do not
conduct a protocol review or send letters to RLD holders. Instead, we encourage
companies to contact the Federal Trade Commission if they believe a company’s refusal
to sell samples to them constitutes anticompetitive behavior.

b. Is there a statutory requirement that FDA review a New Drug Application
(NDA) applicant's compliance history and/or require the NDA applicant to
establish that it can store/handle/administer its test product in a manner
that complies with the Food, Drug, and Cosmetic Act before dosing can
begin in a clinical trial?

No, there is no such requirement. When the brand product itself is seeking approval,
FDA is not required to review the applicant’s compliance history or determine that the
applicant can store/handle/administer its test product in a manner that complies with the
FD&C Act before dosing can begin in clinical trials to support the application. We note
that bioequivalence testing typically involves a relatively small number of human
subjects and a small number of doses (often only one dose), and a correspondingly lower
level of risk. The regulatory regime applicable to bioequivalence testing — including the
exemption of certain bioequivalence testing from the Investigational New Drug (IND)
requirements — reflects this relatively low level of risk associated with bioequivalence
testing when compared with other kinds of clinical testing that occur during the drug
development process.

¢. Does FDA believe that additional safety protections, beyond what are
currently in place during bioequivalence testing, are necessary to ensure
patient safety?

No, we do not believe that additional requirements are necessary. As described above,
bioequivalence testing typically involves a relatively small number of human subjects
and a small number of doses and, therefore, a relatively low level of risk. The regulatory
regime applicable to bioequivalence testing — including the exemption of most
bioequivalence testing from FDA review under the IND requirements — reflects the
generally lower level of risk associated with bioequivalence testing when compared with
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other kinds of clinical testing that occur during the drug development process. Further,
the protections in the REMS are designed to mitigate risks that occur during real world,
everyday use by patients, and safety concerns are expected to be lower in the more
tightly-controlled context and limited scope of bioequivalence testing.

Further, FDA regulations (at 21 CFR Part 56) require that before bioequivalence testing
can begin, it must be reviewed and approved by an Institutional Review Board (IRB) to
ensure that risks are minimized. The steps outlined in FDA’s draft Protocols Guidance
provide additional confirmation that the bioequivalence study protocols contain safety
protections comparable to those in the REMS for the brand product.

d. Are REMS developed and approved with consideration of how a drug will
be used in bioequivalence testing?

As described above, the protections in REMS are designed to mitigate risks that occur
during real world, everyday use by patients. In the more tightly-controlled context and
limited scope of bioequivalence testing, safety concerns are likely to be lower. Further,
the IRB review and approval process — which is required before bioequivalence testing
can begin -- is designed to help ensure that risks during bioequivalence testing are
minimized.

e. Are there any additional regulatory requirements that you believe are
necessary to ensure that generic developers have access to samples for
bioequivalence testing and that patients are adequately protected in any
such testing?

Legislation that creates a clearly-defined pathway for generic developers to access
samples of RLD and a private right of action to seek relief if a brand company refuses to
provide samples of the RLD could help significantly to facilitate and expedite generic
development. However, no additional FDA regulatory requirements are necessary
outside such a legislative pathway to ensure that generic developers have access to
samples, and no additional requirements are needed to protect patient safety during
bioequivalence testing. In fact, we are concerned that the imposition of unnecessary
regulatory requirements on bioequivalence testing is likely to delay (or prevent entirely)
access to RLD samples for bioequivalence testing, and potentially make things worse
than they currently are.

4. The Creating and Restoring Equal Access to Equivalent Samples Act of 2016
(CREATES Act) would codify FDA's product authorization process. Based on your
review of the legislative text, how would the CREATES Act affect FDA's authority
to ensure that generic developers are using acceptable safety standards?

The CREATES Act would — appropriately — leave unchanged FDA’s authority to ensure that
generic developers are using acceptable safety standards in bioequivalence testing. As noted
above, additional safety protections are unnecessary.
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5. The law creating the REMS with ETASU requirements has a strong presumption in
favor of requiring single, shared systems for safe use.

a. Since the law's enactment in 2007, how many single, shared systems for safe
use have been approved by FDA?

Since the law's enactment in 2007, FDA has approved six single, shared system
(SSS) REMS with ETASU under section 505-1(1)(1)(B). One of the six
(rosiglitazone) was released from its ETASU requirements in 2013, and the rest of
its REMS requirements in 2015.

b. Of the approved single, shared systems, how many are for products where a
generic competitor was already on the market in 2007?

All but one of the SSS FDA has approved have been for products that already had generic
competition. For the one that did not have generic competition, the generic applicant had
agreed not to market for a given period of time following approval.

¢. Of the approved single, shared systems, how many are for products where a
generic competitor had not yet entered the market in 2007?

To date, FDA has only approved one SSS REMS where a generic competitor had not yet
entered the market. In that one case, the generic applicant had agreed not to market for a
given period of time following approval.

d. What role does FDA play in the negotiations between ANDA applicants and
NDA holders for the development of a single, shared system?

When a generic application (an ANDA) for a product subject to a REMS with ETASU is
found to be acceptable for filing, FDA notifies the ANDA applicant of the requirement
for a SSS REMS through a REMS notification letter, which directs the ANDA applicant
to contact the sponsor of the RLD (the NDA holder) regarding the development of a SSS
REMS.

Shortly after notifying the ANDA applicant of the requirement, FDA hosts a meeting
between the RLD holder and any existing ANDA applicants where the Agency
communicates its expectations for the formation of a SSS REMS, including specific
timelines for various milestones (i.e., confidentiality agreement, memorandum of
understanding, and REMS submission).

FDA typically monitors the sponsors' progress on developing a REMS by requesting bi-
weekly updates from the sponsors and holding teleconferences as needed. In the past,
when a company indicates to the Agency that another company (brand or generic) is not
receptive or responsive to efforts to negotiate, the Agency has held teleconferences,
individually and jointly, with firms involved to help facilitate resolution of any issues that
were preventing moving forward on a SSS. Ultimately, however, cost-sharing,
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governance, and other business issues relating to the implementation of SSS REMS are
left to the discretion of the sponsors. FDA cannot force the parties to negotiate or agree
to particular terms.

e. How many ANDA applicants and NDA holders are currently in the process of
negotiating a single, shared system?

There are currently 12 SSS REMS programs in various stages of negotiation.
Collectively, these negotiations involve a total of 31 ANDA applicants and 12 NDA
holders. Many of these innovator drugs are among the costliest medications to patients
and to Medicare spending as a whole — and have experienced the greatest price increases
in recent years. Without generic competition, there is no pressure to drive down the costs
of these medications.

f. To the extent FDA has negotiation milestones that the parties should meet by
certain time period, how many of the current negotiations have met the relevant
milestones within the relevant time periods? What is the longest period of time
that these negotiations have been ongoing?

Shortly after an ANDA is filed, FDA hosts a meeting between the RLD holder and
ANDA holder(s) where the Agency communicates its expectations for the formation of a
SSS REMS, including specific timelines for various milestones (i.e., confidentiality
agreement, memorandum of understanding, and REMS submission). Of the 12 programs
currently in negotiations, all but one have missed at least one of their milestones and none
have submitted a proposed SSS REMS by the date set forth by the Agency. The longest
period of time that SSS negotiations have proceeded without agreement is approximately
35 months to date.

6. FDA has the authority to permit a generic competitor to develop a comparable
separate system for safe use if the agency determines that the burden of creating a
single, shared system outweighs the benefit of creating such a system.

a. How many such waivers has the FDA granted?
To date, FDA has granted two waivers of the SSS requirement.

b. With respect to any such waivers, how much time elapsed between the filing of
the ANDA by the generic competitor and the approval of the separate system?

The first waiver was issued to the ANDAs for buprenorphine referencing Suboxone. In
that case, the ANDA products were approved with a waiver approximately a year after
SSS REMS negotiations began. The waiver of the SSS requirement for the alosetron
ANDAs was the second, and most recent occasion on which the Agency has waived the
SSS REMS requirement. In that case, the ANDA products were approved with a SSS
REMS waiver approximately three years after SSS REMS negotiations began.
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c¢. How does the current presumption of a single, shared system and corresponding
waiver standard impact the time it takes the FDA to review and approve ANDAs
subject to REMS with ETASU?

The requirement that the RLD and any ANDAs referencing it use a SSS REMS for
elements to assure safe use has been extremely challenging to implement, particularly in
cases where there are no generics yet on the market. Since a REMS is a requirement for
approval of an ANDA, RLD-holders have a strong incentive to delay the negotiations in
order to forestall approval of the first generic product. Moreover, FDA lacks an
enforcement mechanism to compel the parties to form a SSS REMS or to agree to
particular terms. As a result, the negotiations for a SSS REMS have often been
extremely protracted, and have resulted in delays in the approval of first generics on
multiple occasions.

Impasses occur frequently, consuming additional Agency and industry resources — and
delaying generic approval. These delays directly impact the Agency’s ability to complete
an evaluation of the ANDA and these additional resources are not available for other
regulatory activities.

d. Is FDA concerned about the potential burden of having additional separate
systems for safe use?

SSS REMS have the potential to increase efficiencies for the healthcare system and for
industry, for example, by utilizing a single set of educational materials, enrollment forms,
or web portal for certification.

When considering a waiver of the single shared system requirement and allowing
separate systems, the Food, Drug, and Cosmetic Act requires that FDA determine
whether the burdens of forming a shared system outweigh the benefits of having one by
considering “the impact on health care providers, patients, the generic applicant, and the
innovator” (section 505-1(1)(1)(B)(i)). FDA evaluates waivers on a case-by-case basis to
determine whether the burdens of creating a particular single, shared system outweigh its
benefits.

On the two occasions where FDA granted waivers of the SSS requirement, we found that
the burden of creating a SSS outweighed the potential benefits of having one, in large
part because of the indefinite delay in the approval of a first generic and the resulting
burden on patient access to generic versions of the drug (see response to question 6b
above) caused by negotiations for a SSS REMS.

Prior to approving a separate REMS system, FDA carefully analyzes the potential impact
on the healthcare delivery system of having separate REMS for innovator and generic
drugs. In addition, post-approval FDA may require an assessment of the REMS programs
to evaluate whether they should be modified to ensure the benefits of the drug continue to
outweigh the risks or to minimize the burden on the health care delivery system.
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To minimize this burden of having separate REMS programs, in both instances where
FDA approved a waiver, FDA required that the waived generic program be open to all
current and future sponsors of ANDAs or NDAs. This limited the number of separate
programs for each REMS product to two.

Thank you for your interest in promoting greater prescription drug competition by facilitating
generic access. Please let us know if you have any additional questions. The same letter has
been sent to your cosigners.

Sincerely,

Ayl Lest—

Dayle Cristinzio
Associate Commissioner
for Legislation
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