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NOTE 
SQUEEZING THE SYSTEM: HOW THE ORANGE 

BOOK IS RIPE FOR EXPLOITATION 

I. INTRODUCTION 

On January 10, 2024, twenty-two-year-old Cole Schmidtknecht 
went to a Walgreens in Appleton, Wisconsin to refill his prescription for 
Advair Diskus, the medication he used all his life to manage his asthma.1 
He was told that the medication had jumped from $66 to an astronomical 
$539 out-of-pocket.2 Unable to afford the new cost, he left the pharmacy 
without his medication.3 In the days that followed, he tried to manage his 
condition with only his rescue inhaler.4 It was not enough.5 On January 
21, Cole suffered a fatal asthma attack—one that could have been pre-
vented if his medication had been within reach.6 Cole’s story is not 
unique.7 In 2021, over ten people a day died from asthma,8 a chronic 
respiratory disease affecting approximately twenty-five million Ameri-
cans, or 7.7% of the population as of 2021.9 Inhalers are the primary 
treatment for managing asthma symptoms,10 yet patients across the 
country have reported drastic price increases, making them difficult or 

 
 1. Todd Richmond, Wisconsin Couple Sues Walgreens and OptumRx, Saying Son Died After 
$500 Price Rise for Asthma Meds, A.P. NEWS (Feb. 5, 2025, 5:13 PM), 
https://apnews.com/article/wisconsin-asthma-medicine-lawsuit-walgreens-optum-
8b4130ab404e513fbd68c9e02b51976b [https://perma.cc/6GYB-ALFY]. Schmidtknecht’s parents 
sued Optum Rx and Walgreens on the one-year anniversary of his death, alleging that both compa-
nies put profits over safety first. See Complaint at 2, 16-17, 18-20, Schmidtknecht v. OptumRx Inc., 
No. 1:25-cv-00093-BBC (E.D. Wis. Jan. 21, 2025). 
 2. Richmond, supra note 1.  
 3. Id.  
 4. Id.  
 5. Id. 
 6. Id.  
 7. Most Recent National Asthma Data, U.S. CTRS. FOR DISEASE CONTROL & PREVENTION, 
https://www.cdc.gov/asthma/most_recent_national_asthma_data.htm [https://perma.cc/2DQU-
N54B] (last visited Apr. 14, 2026). 
 8. Id.  
 9. Id.  
 10. Asthma, NAT’L HEALTH SERV., https://www.nhs.uk/conditions/asthma 
[https://perma.cc/643W-LFWU] (last visited Apr. 14, 2026). 
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impossible to afford.11 One patient described how the co-pay for their 
Pulmicort inhaler was initially “40-something” and then suddenly went 
up to over $200.12 Another shared, “I have asthma, and the inhaler I use 
cost me $20 a few years ago, and now it is $173!”13 A third patient ac-
counted: “My inhaler for asthma and my copayment is $240.00. I tried 
cutting my dose, but I can’t breathe.”14 Terrifyingly enough, this is not 
an isolated account—more than one in six patients have reported avoid-
ing or cutting back on their asthma medication due to high out-of-pocket 
costs.15  

While the active ingredients in asthma treatment have largely re-
mained unchanged since the device’s inception,16 a significant regulatory 
change occurred in 2008 when chlorofluorocarbon (“CFC”) inhalers 
were banned in favor of hydrofluoroalkane (“HFA”) inhalers, which are 
more environmentally friendly.17 They are also more expensive.18 In 
2004, the out-of-pocket price for a CFC inhaler with insurance was 
$13.60.19 One year after the ban, the out-of-pocket price for a reformu-
lated HFA inhaler, also with insurance, was $25.20 Today, the retail price 
for the same inhaler ranges from $88 to $552—an increase of nearly 
252%.21 Although insured patients pay much less than uninsured pa-
tients, 20% of inhaler users are uninsured.22 Asthma disproportionally 

 
 11. Interactive Map of Our Patient Community, Asthma, PATIENTS FOR AFFORDABLE DRUGS, 
https://map.patientsforaffordabledrugs.org [https://perma.cc/3YPA-3MTQ] (last visited Apr. 14, 
2026). 
 12. Id. (explaining Stevie’s Story in South Carolina). 
 13. Id. (explaining Reese’s Story in Illinois). 
 14. Id. (explaining Devon’s Story in California). 
 15. Chun-Tse Hung et al., Cost-related Non-Adherence to Medications Among Adults with 
Asthma in the U.S.A., 2011-2022, 80 THORAX 16, 16-21 (2025).  
 16. Stephen W. Stein & Charles G. Thiel, The History of Therapeutical Aerosols: A Chrono-
logical Review, 30 J. AEROSOL MED. & PULMONARY DRUG DELIVERY 20, 38 (2017) (“Therapeutic 
aerosol delivery has been a primary means of treating lung conditions, particularly asthma, for more 
than 3500 years.”). 
 17. Anupam B. Jena et al., The Impact of the U.S. Food and Drug Administration Chloro-
fluorocarbon Ban on Out-of-Pocket Costs and Use of Albuterol Inhalers Among Individuals with 
Asthma, 175 JAMA INTERNAL MED. 1171, 1172 (2015). 
 18. Id. at 1174.  
 19. Id.  
 20. Id.  
 21. Lindsay Modglin, How Much Do Inhalers Cost?, SINGLE CARE (June 23, 2025), 
https://www.singlecare.com/blog/asthma-inhalers-price-list [https://perma.cc/5GEG-RXD9].  
 22. Emily Harrison, Unlikely Victims of Banning CFCs—Asthma Sufferers, SCI. AM. (Aug. 1, 
2008), https://www.scientificamerican.com/article/unlikely-victims-of-banning-cfcs 
[https://perma.cc/JW8V-VS4G]. 
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affects lower-income people,23 who are also much more likely to be un-
insured and, as a result, must bear the full retail price of their inhaler.24  

Meanwhile, the same asthma medication for which U.S. patients 
pay top dollar is available in other countries at much cheaper prices.25 
The pharmaceutical company Teva sells QVAR RediHaler, a cortico-
steroid inhaler, for $286 in the United States, but in Germany, the same 
inhaler costs just $9.26 AstraZeneca’s inhaler, priced at $645 in the Unit-
ed States, is sold for $49 in the United Kingdom.27 Boehringer Ingelheim 
prices Combivent Respimat at $489 in the United States and $7 in 
France.28 GlaxoSmithKline charges $319 for its Advair HFA product in 
the United States, compared with $26 in the United Kingdom.29 These 
drastic price differences have sparked concern, prompting lawmakers to 
investigate further.30  

These prices did not emerge by accident.31 Before their ban, it was 
competition from generic equivalents that kept CFC inhalers low.32 
However, when brand-name HFA inhalers were granted exclusivity, 
their market dominance was immediately secured by a web of patents 
and regulatory exclusivities that blocked generics and, consequently, 
rose prices—establishing a status quo that manufacturers have 
manipulated to sustain ever since.33 Unfortunately, as this Note later 
examines, inhalers are just one example of many life-saving drugs for 
which Americans pay exorbitant prices, driven by pharmaceutical 

 
 23. Id.; Juan Carlos Cardet et al., Income Is an Independent Risk Factor for Worse Asthma 
Symptoms, 141 J. OF ALLERGY & CLINICAL IMMUNOLOGY 754, 756-59 (2018) (finding that even 
adjusting for other confounders, participants with lower income were more likely to experience ad-
verse asthma outcomes).  
 24. Lisa Bunch et al., How Age and Poverty Level Impact Health Insurance, U.S. CENSUS 
BUREAU (Sept. 10, 2024), https://www.census.gov/library/stories/2024/09/health-insurance-
coverage.html [https://perma.cc/AJ2Y-L6SK] (“About a quarter of working age adults in poverty 
were uninsured each year between 2020 and 2023.”).  
 25. Press Release, U.S. Senate, Comm. on Health, Educ., Lab. & Pensions, Chairman Sand-
ers, Baldwin, Luján, Markey Launch HELP Committee Investigation into Efforts by Pharmaceutical 
Companies to Manipulate the Price of Asthma Inhalers (Jan. 8, 2024), 
https://www.help.senate.gov/chair/newsroom/press/news-chairman-sanders-baldwin-lujan-markey-
launch-help-committee-investigation-into-efforts-by-pharmaceutical-companies-to-manipulate-the-
price-of-asthma-inhalers [https://perma.cc/NNN8-XWAX]. 
 26. Id.  
 27. Id.  
 28. Id.  
 29. Id.  
 30. See id.  
 31. William B. Feldman et al., Patents and Regulatory Exclusivities on Inhalers for Asthma 
and COPD, 1986–2020, 41 HEALTH AFFS. 787, 788-94 (2022). 
 32. Jena et al., supra note 17, at 1171-72.  
 33. Feldman et al., supra note 31, at 788-95.  
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manufacturers’ strategic use of patent schemes to obstruct competition 
from generics.34 

As mentioned, generic drugs, or simply called “generics,” create 
savings for patients, payers, and the healthcare system as a whole.35 Ge-
neric drugs match their brand-name counterparts in “dosage, safety, ef-
fectiveness, strength, stability, and quality”—but at a fraction of the 
cost.36 When generic medications first enter the market, there is an im-
mediate price reduction of about 39% in the average retail price of the 
medication, with each additional generic further reducing the price.37 
While generics account for 90% of prescriptions in the United States, 
they account for “less than 18[%] of total prescription drug spending and 
less than 2[%] of total U.S. healthcare spending.”38 Only a few high-cost 
drugs account for 80% of all total prescription drug spending,39 of which 
the United States spends the most per capita of any high-income coun-
try.40 Trends strongly indicate that U.S. spending growth correlates with 
the introduction of top-selling “blockbuster drugs,” or conversely, the 
expiration of those drugs’ patents.41 In other words, the rise and fall of 
pharmaceutical spending is heavily influenced by the market exclusivity 
and subsequent generic competition associated with “blockbuster 

 
 34. Laura Dolbow, How Patents Contribute to High Drug Prices, REGUL. REV. (Oct. 16, 
2023), https://www.theregreview.org/2023/10/16/dolbow-how-patents-contribute-to-high-drug-
prices [https://perma.cc/HJD4-H9KL].  
 35. Generic Drugs Facts, U.S. FOOD & DRUG ADMIN., https://www.fda.gov/drugs/generic-
drugs/generic-drug-facts [https://perma.cc/N7R6-FB4G] (last visited Apr. 14, 2026). A generic drug 
is a product that compares to the pioneer, or reference, drug product (usually a branded drug) in 
dosage form, route of administration, strength, quality, safety, and performance characteristics. Id. 
 36. Id.  
 37. RYAN CONRAD & RANDALL LUTTER, U.S. FOOD & DRUG ADMIN., GENERIC 
COMPETITION AND DRUG PRICES: NEW EVIDENCE LINKING GREATER GENERIC COMPETITION AND 
LOWER GENERIC DRUG PRICES 2-3 (2019), 
https://www.fda.gov/media/161540/download?attachment [https://perma.cc/RXQ4-KSCA]. 
 38. Press Release, Ass’n for Accessible Meds., Generic and Biosimilar Drugs Generate $408 
Billion in Savings for America’s Patients and Health-Care System in 2022 (Sept. 6, 2023), 
https://accessiblemeds.org/resources/press-releases/generic-biosimilar-drugs-generate-408-billion-
savings-2022 [https://perma.cc/JDE8-3RH9]. 
 39. SONAL PARASRAMPURIA & STEPHEN MURPHY, U.S. DEP’T OF HEALTH & HUM. SERVS., 
TRENDS IN PRESCRIPTION DRUG SPENDING, 2016–2021, at 1, 6 (2022), 
https://aspe.hhs.gov/sites/default/files/documents/88c547c976e915fc31fe2c6903ac0bc9/sdp-trends-
prescription-drug-spending.pdf [https://perma.cc/3Y68-9MWH].  
 40. DANA O. SARNAK ET AL., THE COMMONWEALTH FUND, PAYING FOR PRESCRIPTION 
DRUGS AROUND THE WORLD: WHY IS THE U.S. AN OUTLIER? 1-4 (2017), 
https://www.commonwealthfund.org/sites/default/files/documents/___media_files_publications_iss
ue_brief_2017_oct_sarnak_paying_for_rx_ib_v2.pdf [https://perma.cc/J6NN-4DXD]. 
 41. WENDY H. SCHACHT, CONG. RSCH. SERV., R42399, DRUG PATENT EXPIRATIONS: 
POTENTIAL EFFECTS ON PHARMACEUTICAL INNOVATION 9-10 (2012). 
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drugs.”42 The safe, effective, and cost-saving nature of generics has 
made them a cornerstone of the U.S. healthcare system.43  

The Drug Price Competition and Patent Term Restoration Act of 
1984, more commonly known as the Hatch-Waxman Act, is largely re-
sponsible for today’s thriving generic pharmaceutical industry.44 In 
1984, less than 19% of prescriptions in the United States were filled with 
generics.45 “Before 1984, generic drug makers were obligated to conduct 
the same safety and efficacy tests that had been required of the original 
manufacturer (of the brand-name drug) to receive U.S. Food and Drug 
Administration (FDA) approval.”46 This created significant financial 
barriers to generic drug development.47 In response, the Hatch-Waxman 
Act created “an abbreviated FDA approval process for generic drugs,” 
whereby generic drug applicants only needed to show “bioequivalence 
of the product”48 and “adherence to manufacturing standards to receive 
approval.”49 Additionally, before the Hatch-Waxman Act, the only op-
tion for generic drug manufacturers seeking to market a generic drug 
was to wait until the expiration of the brand-drugs patent.50 This caused 
generic drugs to take three to five years to enter the market.51 The 
Hatch-Waxman Act granted generic applicants a “safe harbor” from pa-
tent infringement suits for any activities related to the development and 

 
 42. Id.  
 43. Generic Drug Facts, supra note 35. 
 44. Drug Price Competition and Patent Term Restoration Act of 1984, Pub. L. No. 98-417, 
§ 101, 98 Stat. 1585 (codified as amended in scattered sections of 21 U.S.C. and 35 U.S.C.). This is 
commonly referred to as the Hatch-Waxman Act. Id.; What Is Hatch-Waxman?, PHRMA, 
https://www.phrma.org/-/media/Project/PhRMA/PhRMA-Org/PhRMA-Org/PDF/D-F/Fact-
Sheet_What-is-Hatch-Waxman_June-2018.pdf [https://perma.cc/YV4Z-VHBG] (last visited Apr. 
14, 2026). 
 45. What Is Hatch-Waxman?, supra note 44.  
 46. 21 U.S.C. § 355(b); Gary M. Owens, Seizing the Opportunity, 1 AM. HEALTH DRUG 
BENEFITS 52, 52 (2008).  
 47. 40th Anniversary of the Generic Drug Approval Pathway, U.S. FOOD & DRUG ADMIN., 
(Sept. 23, 2024), https://www.fda.gov/drugs/cder-conversations/40th-anniversary-generic-drug-
approval-pathway [https://perma.cc/4X5K-JVSB].  
 48. Owens, supra note 46, at 52; 21 C.F.R. § 320.21 (2025). Bioequivalence means the drugs 
work the same way inside the body; that is, there is no significant difference in the rate at which and 
extent to which the drug’s active ingredient reaches the place in the body where the drug is active, 
when administered at the same dose and under similar conditions. 21 C.F.R. § 314.3 (2025).  
 49. See 21 C.F.R. § 314.94 (2025); Owens, supra note 46, at 52. 
 50. Christina D. Brown-Marshall & Dexter Whitley, Hatch-Waxman 101, FISH & 
RICHARDSON P.C. (Apr. 15, 2024), https://www.fr.com/insights/thought-leadership/blogs/hatch-
waxman-101-3 [https://perma.cc/B6CR-HN3D].  
 51. What Is Hatch-Waxman?, supra note 44.  
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submission of information concerning FDA approval.52 This allowed ge-
neric drugs to enter the market immediately upon patent expiration.53 

To grant generic drug applicants a “safe harbor” from patent dis-
putes during the development and application of the generic drug, the 
Hatch-Waxman Act required all new drug applicants to list in a newly 
created FDA publication dubbed “the Orange Book” all patents covering 
“drugs substance (active ingredient) patents, drug product (formulation 
and composition) patents, and method-of-use patents.”54 FDA regula-
tions explicitly prohibit the listing of “[p]rocess patents, patents claiming 
packaging, patents claiming metabolites, and patents claiming interme-
diates.”55 Despite the Orange Book’s importance, the FDA’s 
self-proclaimed role with regard to the Orange Book is entirely “ministe-
rial.”56 The FDA merely lists the patent information provided by drug 
companies without independently verifying that its listing is proper.57 In 
other words, drug applicants are entirely responsible for ensuring that 
Orange Book patent information is consistent with the listing require-
ments of 21 C.F.R. § 314.53.58  

However, since the 1990s, the Federal Trade Commission (“FTC”) 
has noticed improper Orange Book listings resulting from legal loop-
holes in the Hatch-Waxman Act.59 In the early 2000s, Congress and the 
FDA promulgated rules that aimed to close these loopholes.60 However, 
two decades later, one loophole—improper Orange Book listings—is 

 
 52. Brown-Marshall & Whitley, supra note 50; 35 U.S.C. § 271(e)(1); Merck KGAA v. Inte-
gra Lifesciences I, Ltd., 545 U.S. 193, 206 (2005) (referring to this provision as a “safe harbor”). 
 53. What Is Hatch-Waxman?, supra note 44. 
 54. 21 C.F.R. § 314.53 (2025); 21 U.S.C. § 355(b)(1); Chad Landmon & Ian Swan, Health 
Care Operations & Compliance, Professional Perspective – Hatch-Waxman Overview, 
BLOOMBERG L. (June 2024), 
https://www.bloomberglaw.com/external/document/X9P0AP7G000000/health-care-operations-
compliance-professional-perspective-hatch [https://perma.cc/W5LF-HK5V].  
 55. 21 C.F.R. § 314.53; Kelly Allenspach Del Dotto, Orange Book 101, FISH & RICHARDSON 
P.C. (Mar. 8, 2022), https://www.fr.com/insights/ip-law-essentials/orange-book-101 
[https://perma.cc/GR5K-BANB]. 
 56. Applications for FDA Approval to Market a New Drug: Patent Submission, Listing, and 
Application for Stay, 68 Fed. Reg. 36676, 36683 (June 18, 2003) (codified at 21 C.F.R. pt. 314); 
KEVIN J. HICKEY, CONG. RSCH. SERV., IF12644, PATENT LISTING IN FDA’S ORANGE BOOK (2026), 
https://crsreports.congress.gov/product/pdf/IF/IF12644 [https://perma.cc/P9T8-B4ZW]. 
 57. Applications for FDA Approval to Market a New Drug: Patent Submission, Listing, and 
Application for Stay Requirements, 68 Fed. Reg. at 36683; HICKEY, supra note 56.  
 58. Applications for FDA Approval to Market a New Drug: Patent Submission, Listing, and 
Application for Stay Requirements, 68 Fed. Reg. at 36683. 
 59. Caraco Pharm. Lab’ys, Ltd. v. Novo Nordisk A/S, 566 U.S. 399, 408 (2012). 
 60. Applications for FDA Approval to Market a New Drug: Patent Submission, Listing, and 
Application for Stay Requirements, 68 Fed. Reg. at 36677; Medicare Prescription Drug, Improve-
ment, and Modernization Act of 2003, Pub. L. No. 108-173, sec. 1101-03, § 355(j), 117 Stat. 2066, 
2452.  
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still ongoing, with the proliferation of improperly listed or inaccurately 
listed patents called “sham” or “junk” patents in the Orange Book abun-
dant.61 This problem has only worsened as the number of listed patents 
per drug has increased rapidly year after year.62 It used to be common 
for a single product to be covered by one patent; that is no longer the 
case.63 The average number of patents per drug rose from 1.9 for drugs 
approved between 1985 and 1987 to 6.1 for those approved between 
2012 and 2014—reaching 321% of the original level. During the same 
period, the median number of patents per drug went from 1.5 to 4.0—an 
increase to 267%.64 As the number of listed patents has increased, natu-
rally, so too has the number of incorrect or sham listings.65  

Since 2023, the FTC has taken an interest in the Orange Book by 
“challenging” patent listings it believes are inaccurate.66 However, these 
challenges are pursuant to FDA regulations, which permit anyone to 
question a patent listing; in fact, the FTC has not actually brought any 
enforcement action under section 5 of the FTC Act or any other 
enforcement action.67 Even if the FTC does bring such actions, it will 
likely have trouble enforcing them because “the FTC is not an expert 
arbiter in determining statutory patent listing criteria for a fellow federal 
agency.”68 Additionally, case law—in particular, the Court of Appeals 
for the First Circuit’s 2020 decision in In re Lantus Direct Purchaser 
Antitrust Litigation69—provides that there should be no antitrust liability 
if a listing was made “reasonabl[y]” and in “good faith” compliance with 
a statutory scheme.70 Further, since 2021, there have been over 100 

 
 61.  FED. TRADE COMM’N, STATEMENT OF CHAIR LINA M. KHAN AT SEPTEMBER OPEN 
COMMISSION MEETING ON BRAND DRUG MANUFACTURERS’ IMPROPER LISTING OF PATENTS IN THE 
ORANGE BOOK 1-3 (Sept. 14, 2023), https://www.ftc.gov/system/files/ftc_gov/pdf/2023.09.14-
statement-of-chair-lina-m-khan-at-sept-ocm-re-orange-book.pdf [https://perma.cc/P4EW-BCFR] 
[hereinafter STATEMENT OF CHAIR LINA M. KAHN].  
 62. Patent Proliferation: A 30-Year Increase in the Number of Patents per Drug, ON POINT 
ANALYTICS (Sept. 12, 2016), https://onpointanalytics.com/pharma/patent-proliferation 
[https://perma.cc/M8L3-APYL]. 
 63. See Lisa Larrimore Ouellette, Note, How Many Patents Does It Take to Make a Drug? 
Follow-On Pharmaceutical Patents and University Licensing, 17 MICH. TELECOMM. & TECH. L. 
REV. 299, 300-01 (2010). 
 64. Id.  
 65. Id.   
 66. HICKEY, supra note 56. As of early 2026, the FTC has challenged over 400 patents listed 
in the Orange Book, claiming they limit competition. Id.  
 67. Following Recent Policy Statement, FTC ‘Disputes’ 100+ Patent Listings in FDA Orange 
Book, COOLEY LLP (Nov. 21, 2023), https://www.cooley.com/news/insight/2023/2023-11-21-
following-recent-policy-statement-ftc-disputes-100-patent-listings-in-fda-orange-book 
[https://perma.cc/HD22-9UQ2]. 
 68. Id.  
 69. 950 F.3d 1 (1st Cir. 2020).  
 70. Id. at 13-14. 
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listings questioned by Abbreviated New Drug Application (“ANDA”) 
applicants, in the same manner as the FTC.71 However, in approximately 
two-thirds of those instances, no changes were made to the Orange 
Book.72 Therefore, the FTC’s approach to addressing improperly listed 
patents is inherently flawed and calls for a different type of reform.73  

This Note analyzes the patent schemes that pharmaceutical compa-
nies use, particularly through the Orange Book, to prevent the develop-
ment and marketing of generic drugs.74 These schemes drive up the costs 
of drugs and restrict access to innovative and life-saving medicine to 
those who cannot afford the increasingly high prices.75 Moreover, recent 
FTC actions and passed legislation have failed to create a robust en-
forcement mechanism capable of deterring these exploitative practices, 
allowing pharmaceutical companies to continue gaming the system at 
the expense of public health.76 

Part II delves into the history and background of the generic drug 
industry.77 Before 1906, drugs were completely unregulated by the 
national government.78 This allowed for the flourishment of ineffective, 
or worse, dangerous, “patent medications” to develop.79 Following 
multiple scandals, statutes and regulations were passed to regulate and 
control the research, testing, production, and marketing of new drugs.80 
Decades later, Congress recognized the high prices of drugs and the 
limited statutory scheme for the development of generic drugs, and in 
response, passed the Hatch-Waxman Act.81 The statute required new 
drug developers to list the relevant patents of their drugs in a newly 
created publication called the Orange Book, and in turn, for generic drug 
makers to identify each patent that claims the reference drug for which 
they are developing a generic.82 Starting in the 1990s, policymakers 
recognized that both brand-name and generic drug manufacturers were 
exploiting gaps in the Hatch-Waxman framework via the Orange Book 
to gain anticompetitive advantages, leading to a series of statutes and 

 
 71. Patent Listing Disputes, U.S. FOOD & DRUG ADMIN., 
https://www.fda.gov/media/105080/download?attachment [https://perma.cc/Z7FN-ESNN] (Jan. 9, 
2026).  
 72. Id.; COOLEY LLP, supra note 67.   
 73. COOLEY LLP, supra note 67.  
 74. See infra Part III.  
 75. See infra Part III. 
 76. See infra Part III. 
 77. See infra Part II. 
 78. See infra Part II.A.1. 
 79. See infra Part II.A.1. 
 80. See infra Part II.A.2–4. 
 81. See infra Part II.B. 
 82. See infra Part II.B–C. 
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regulations aimed at closing these vulnerabilities.83 By all accounts, it 
appeared that these measures were effective in addressing the issue.84 

Part III explores how, nearly a decade after these loopholes were 
thought to be closed, new concerns have emerged that drug manufactur-
ers have continued to exploit gaps in the Hatch-Waxman Act by listing 
incorrect or “junk” patents in the Orange Book to delay the entry of 
cheaper, life-saving generic drugs.85 This Part explains where past legis-
lation failed to address these loopholes and how current FTC actions are 
insufficient to address the issue.86  

The Note will conclude in Part IV with proposed solutions.87 These 
solutions include using Artificial Intelligence (“AI”) to review and flag 
suspicious patent listings and empowering the FDA and United States 
Patent and Trademark Office (“USPTO”) to collaborate to conduct inde-
pendent reviews of flagged patents.88 

II. HISTORY OF THE GENERIC DRUG INDUSTRY 

To understand how the Orange Book is used to delay the entry of 
generic drugs, it is first necessary to discuss the history of the generic 
drug industry.89 Part A will explore the history of the generic drug indus-
try before the Hatch-Waxman Act, including the lack of regulation in the 
early 20th century and the passage of key legislation such as the Pure 
Food and Drugs Act of 1906 (“PF&D Act”) and the Federal Food, Drug, 
and Cosmetic Act of 1938 (“FD&C Act”).90 Part B will examine the en-
actment of the Hatch-Waxman Act in 1984, which revolutionized the 
generic drug industry by creating an abbreviated approval pathway for 
generics while balancing incentives for innovation.91 Part C will focus 
on the role of the Orange Book in this framework, detailing how it be-
came a critical tool for both brand-name and generic drug manufactur-
ers.92 Finally, Part D will discuss post-Hatch-Waxman developments, 
including legislative amendments, regulatory changes, and ongoing con-
troversies surrounding the abuse of the Orange Book.93 

 
 83. See infra Part II.D.  
 84. See infra Part II.D–E.  
 85. See infra Part III. 
 86. See infra Part III. 
 87. See infra Part IV. 
 88. See infra Part IV. 
 89. See infra Part II.  
 90. See infra Part II.A. 
 91. See infra Part II.B. 
 92. See infra Part II.C. 
 93. See infra Part II.D. 



546 HOFSTRA LAW REVIEW [Vol. 54:537 

A. The Generic Drug Industry Before the Enactment of the Hatch-
Waxman Act 

Before the Hatch-Waxman Act, the generic drug industry operated 
in a largely unregulated environment, leading to widespread issues with 
drug safety, efficacy, and accessibility.94 The lack of oversight allowed 
for the proliferation of “patent medications,” which often contained 
harmful or ineffective ingredients, as highlighted in the scandals that 
prompted the PF&D Act.95 Subsequent legislation, such as the FD&C 
Act and the Kefauver-Harris Amendments of 1962, sought to address 
these issues by introducing stricter safety and efficacy requirements, but 
they also created barriers to the development and approval of generic 
drugs.96 These regulatory gaps ultimately set the stage for the passage of 
the Hatch-Waxman Act in 1984, which aimed to balance innovation 
with the need for affordable generics.97 

1. Before Regulation 

In the second half of the 19th century, the rapid increase “in indus-
try and manufacturing, urban living, advertising in national newspapers 
and magazines, and the absence of drug regulation all contributed” to the 
widespread popularity of pre-packaged medicine sold over the counter, 
also known as “patent medications.”98 Although some contained only 
harmless and inert ingredients, many contained dangerous levels of al-
cohol, opium, cocaine, morphine, or other narcotics.99 With the ability to 
advertise as they pleased, most manufacturers greatly exaggerated the 
curative powers of their remedies, selling them as “panaceas” or 
“cure-alls.”100 

 
 94. See infra Part II.A.1–4.  
 95. See infra Part II.A.1–2. 
 96. See infra Part II.A.3–4. 
 97. See infra Part II.B.4. 
 98. Origin of Patent Medicine, NAT’L MUSEUM OF AM. HIST., 
https://americanhistory.si.edu/collections/object-groups/balm-of-america-patent-medicine-
collection/history [https://perma.cc/V7BB-EY5A] (last visited Apr. 14, 2026). 
 99. Id. One study found that Lydia E. Pinkham’s Vegetable Compound had an alcohol content 
of approximately 20%. Katherine White & Ryan Jelso, Patent Medicine Entrepreneurs: Friend or 
“Faux”?, THE HENRY FORD (Dec. 15, 2020), https://perma.cc/U9SC-GYCM. 
 100. Origin of Patent Medicine, supra note 98. The manufacturer of Normalettes claimed the 
product could cure ten distinct conditions, “Catarrh, constipation, indigestion, tonic, rejuvenation, 
underweight, goiter, female diseases, overweight and the growing child.” Amber Dushman, Ads and 
Labels from Early 20th Century Health Fraud Promotions, 20 AMA J. ETHICS 1082, 1087 (2018). 
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2. The Pure Food and Drugs Act of 1906 

Following the work of several high-profile muckrakers, such as 
Samual Hopkins Adams, who contributed a series of articles to Collier’s, 
The National Weekly exposing quack patent medicines in 1905,101 Con-
gress passed the PF&D Act in 1906.102 The PF&D Act made it illegal to 
put misbranded or adulterated drugs into interstate commerce.103 How-
ever, the PF&D Act did not require drug manufacturers to submit any 
evidence of the safety or efficacy of their drugs before marketing them 
to the public.104 

3. The Federal Food, Drug, and Cosmetic Act of 1938 

In 1938, Congress replaced the earlier PF&D Act with the FD&C 
Act, marking a milestone for modern-day consumer protections.105 Its 
introduction was largely influenced by a mass poisoning event in which 
elixir sulfanilamide, an untested antibiotic containing the toxin diethy-
lene glycol, led to over 100 deaths.106 The FD&C Act formally expanded 
the FDA’s authority over drug safety and required drug manufacturers to 
submit evidence of the safety of their drugs before marketing them to the 
general public.107  

4. The Kefauver-Harris Drug Amendments 

Like the FD&C Act, the Kefauver-Harris Drug Amendments in 
1962 (“Amendments”)108 were also passed, in large part, due to the 
tragic large-scale effects of a deadly drug.109 In the late 1950s and early 
1960s, pregnant women across Europe who had taken the drug 

 
 101. SAMUEL HOPKINS ADAMS, THE GREAT AMERICAN FRAUD 4 (P.F. Collier & Son, 1905, 
1906).  
 102. 34 Stat. 768 (1906). 
 103. Id. The Act required manufacturers to disclose the presence and quantity of dangerous 
ingredients, such as heroin, morphine, cocaine, and alcohol. John P. Swann, How Chemists Pushed 
for Consumer Protection: The Food and Drugs Act of 1906, CHEM. HERITAGE, Summer 2006, at 6, 
8. 
 104. Swann, supra note 103. Many saw the Act as a mere “labeling law.” Id.  
 105. 52 Stat. 1040 (1938).  
 106. Julian G. West, The Accident Poison That Founded the Modern FDA, THE ATLANTIC 
(Jan. 16, 2018), https://www.theatlantic.com/technology/archive/2018/01/the-accidental-poison-
that-founded-the-modern-fda/550574 [https://perma.cc/3MBU-MXW4].  
 107. 52 Stat. 1040, 1052 (1938). 
 108. Drug Amendments of 1962, Pub. L. No. 87-781, 76 Stat. 780 (1962).  
 109. Kefauver-Harris Amendments Revolutionized Drug Development, GRAND VALLEY STATE 
UNIV. (Oct. 2012), https://www.gvsu.edu/cms4/asset/F51281F0-00AF-E25A-
5BF632E8D4A243C7/kefauver-harris_amendments.fda.thalidomide.pdf [https://perma.cc/D754-
FFNJ]. 
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thalidomide for morning sickness bore thousands of children with severe 
and debilitating malformations.110 In response to the global outcry, 
Congress required manufacturers of new drugs to meet both efficacy and 
safety standards in the form of “adequate and well-controlled” 
investigations conducted by qualified experts.111 The statute laid the 
groundwork for “the phased system of clinical trials” of drug 
development that is required today.112 However, the new burden of proof 
required by the Amendments made the process of drug development 
both more expensive and extensive, which led to the eventual push for 
the next phase of congressional drug regulation in 1984.113  

B. The Generic Drug Industry After the Enactment of the Hatch-
Waxman Act 

In 1984, Congress passed the Drug Price Competition and Patent 
Term Restoration Act of 1984, commonly known as the Hatch-Waxman 
Act.114 The Act was intended to “strike[] a balance between two poten-
tially competing policy interests—inducing pioneering development of 
pharmaceutical formulations and methods and facilitating efficient tran-
sition to a market with low-cost, generic copies of those pioneering in-
ventions at the close of a patent term.”115 Through the Hatch-Waxman 
Act, Congress amended both patent law and the FD&C Act to simulta-
neously streamline the path to market for generic drugs and preserve in-
centives for pharmaceutical innovation.116  

Under section 505(b)(1) of the FD&C Act, manufacturers of new 
drugs, also known as “branded” or “innovative” drugmakers, must seek 
FDA approval for their products through New Drug Applications 
(“NDAs”).117 The NDA must include a full investigative report on the 
drug’s safety and efficacy, and a complete list and description of its 
components and composition.118 Although NDAs predated the 
Hatch-Waxman Act, the Act required applicants to submit to the FDA 
any patents for which a claim of patent infringement could be reasonably 

 
 110. Id.  
 111. Id.  
 112. Jeremy A. Greene. & Scott H. Podolsky, Reform, Regulation, and Pharmaceuticals—The 
Kefauver-Harris Amendments at 50, 367 NEW ENG. J. MED. 1481, 1481-82 (2012).  
 113. Id. at 1482.  
 114. Drug Price Competition and Patent Term Restoration Act of 1984, Pub. L. No. 98-417, 
§ 101, 98 Stat. 1585 (codified as amended in scattered sections of 21 U.S.C. and 35 U.S.C.). 
 115. Novo Nordisk A/S v. Caraco Pharm. Lab’ys, 601 F.3d 1359, 1360 (2010). 
 116. JOHN R. THOMAS, CONG. RSCH. SERV., R44643, THE HATCH-WAXMAN ACT: A PRIMER 1 
(2016).   
 117. 21 U.S.C. § 355(a)–(b)(1). 
 118. Id. § 355(b)(1).   
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sought.119 This requirement includes any drug substance patents, drug 
product patents, or method of use patents.120 These patents are self-listed 
by the drug manufacturers in the Orange Book, the FDA’s official record 
of approved drug products.121  

A cornerstone of the Hatch-Waxman framework is that generic 
drugmakers can seek approval for their drugs through ANDAs under 
section 505(j) of the FD&C Act.122 The ANDA must demonstrate that 
the drug contains the same active ingredient, conditions of use, route of 
administration, dosage form, and strength as the reference listed drug, 
bears the same labeling, and is bioequivalent to the reference listed 
drug.123 It need not submit the safety and efficacy data that are required 
for the NDA.124 As mentioned earlier, generic drugs are also granted 
“safe harbor” from patent infringement lawsuits during the period of ge-
neric drug development activities.125  

When a generic applicant submits an ANDA, they must include a 
certification for each patent listed in the Orange Book for the reference 
drug; a “Paragraph I” certification certifies that no patent information 
has been filed for that drug in the Orange Book.126 A “Paragraph II” cer-
tification certifies that all patents listed in the Orange Book for that drug 
are expired.127 A “Paragraph III” certification certifies that the sponsor 
does not intend to market its ANDA product until after the expiration of 
the listed patent.128 A “Paragraph IV” certification certifies that the 
ANDA filer challenges the patent(s) listed in the Orange Book product 
as invalid or not infringed (i.e., inapplicable).129  

An applicant who submits an ANDA with a Paragraph IV certifica-
tion must send a Notice Letter to the patent owner(s) and NDA holder(s) 
stating that an ANDA has been submitted concerning the patent(s) listed 
in the Orange Book for the referenced NDA.130 The Notice Letter must 
include a detailed statement of the factual and legal bases for the appli-
cant’s opinion that the listed patent will not be infringed, be invalid, or 
be unenforceable.131 The Notice Letter serves as a potential trigger for 

 
 119. Id. § 355(b)(1)–(2); 21 C.F.R. § 314.53 (2025). 
 120. 21 C.F.R. § 314.53.  
 121. Id.  
 122. 21 U.S.C. § 355(j).  
 123. Id. § 355(j)(2)(A)(i)–(vi); 21 C.F.R. § 314.94 (2025). 
 124. See § 355(b)(1)(A).  
 125. 35 U.S.C. § 271(e)(1).  
 126. 21 U.S.C. § 355(j)(2)(A)(vii).  
 127. Id. 
 128. Id.  
 129. Id.   
 130. Id. § 355(j)(2)(B)(i)–(ii). 
 131. Id. § 355(j)(2)(B)(iii)–(iv).  
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patent litigation and, if the patent holder sues within forty-five days, a 
thirty-month stay of FDA approval is granted.132 The Hatch-Waxman 
Act also provides 180 days of market exclusivity for the first generic 
drugmaker who successfully challenges a branded drugmaker’s pa-
tent.133 

To offset the financial losses caused by competition from generic 
drugmakers, branded drugmakers receive periods of exclusivity.134 An 
exclusivity is a period of time when a branded drug is protected from 
generic competition in the market.135 The Hatch-Waxman Act estab-
lished a five-year filing exclusivity for drugs that qualify as a new chem-
ical entity.136 A drug is judged to be a new chemical entity if the FDA 
has not previously approved that drug’s active ingredient.137 During the 
five years after the approval of a new chemical entity, an applicant can-
not file an ANDA that contains the same chemical entity.138 However, 
ANDAs can be considered after four years if they contain a Paragraph 
IV certificate.139 The Hatch-Waxman Act also grants a three-year exclu-
sivity period for a drug product that was previously approved, but that 
contained an improvement for which new clinical investigations were 
essential to approval of the application.140 Examples of improvement in-
clude changes in the strength, dosage form, or route of administration of 
the approved drug product.141 If a new drug is related to the pediatric 
population, it is granted an additional six months of exclusivity, and or-
phan drugs are granted a seven-year exclusivity period.142 

C. The Orange Book 

The Approved Drug Products with Therapeutic Equivalence Evalu-
ations, commonly known as the Orange Book, is the FDA’s official reg-
ister of drugs that the agency has deemed to be safe and effective, as 
well as any patents covering those drugs and regulatory exclusivities to 

 
 132. Id. § 355(c)(3)(C), (j)(5)(B)(iii). 
 133. Id. § 355(j)(5)(B)(iv). 
 134. Id. § 355(j)(5)(F)(ii). This is in addition to the twenty-year term a patent receives from the 
date the patent application is filed. 35 U.S.C. § 156. 
 135. 21 U.S.C. § 355(j)(5)(F)(ii). 
 136. Id.  
 137. Id.  
 138. Id.  
 139. Id.  
 140. Id. § 355(j)(5)(F)(iv).  
 141. Brown-Marshall & Whitley, supra note 50.  
 142. Id.; § 355(b)(1).  
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which they may be entitled.143 Drug listings include “prescription drugs 
(both brand-name and generic), over-the-counter (OTC) drugs, and 
drugs that have been discontinued.”144 Further, “[t]hey do not include 
biologic and biosimilar drugs licensed by the FDA under the Public 
Health Service Act, drugs that do not have full approval, marketed drugs 
that are not the subject of an approved NDA or ANDA, or drugs that are 
compounded by pharmacies or outsourcing facilities.”145 An Orange 
Book Drug listing contains the drug’s marketing status (prescription, 
over-the-counter, or discontinued), active ingredient, proprietary name, 
application number, dosage form, route, strength, therapeutic equiva-
lence code, the reference listed drug, reference standard, and applicant 
holder.146 An Orange Book patent listing includes the patent number, pa-
tent expiration, drug substance/drug product/patent use code, delist re-
quests, and submission date.147 Lastly, Orange Book regulatory exclusiv-
ity information would include the product number, exclusivity code, and 
exclusivity expiration date.148  

D. Post-Hatch-Waxman Act Legislation, Regulations, and Litigation  

The Hatch-Waxman Act spurred growth in the generic drug market, 
lowering costs and boosting competition, but also led to controversies as 
brand-name and generic manufacturers exploited loopholes.149 Tactics 
like pay-for-delay agreements, misuse of the 180-day exclusivity provi-
sion, and manipulation of the thirty-month stay provision drew criti-
cism.150 In response, the FDA issued its 2003 final rule tightening Or-
ange Book patent listing criteria and narrowing when thirty-month stays 
could be triggered.151 Congress followed with broader reforms in the 

 
 143. U.S. FOOD & DRUG ADMIN., APPROVED DRUG PRODUCTS WITH THERAPEUTIC 
EQUIVALENCE EVALUATIONS (2026), https://www.accessdata.fda.gov/scripts/cder/ob/index.cfm 
[https://perma.cc/5W5W-MBD4] (explaining in the introduction section that the Orange Book is 
composed of four parts).  
 144. Allenspach Del Dotto, supra note 55. 
 145. Id.  
 146. Id.  
 147. Id.  
 148. Id.  
 149. FED. TRADE COMM’N, GENERIC DRUG ENTRY PRIOR TO PATENT EXPIRATION: AN FTC 
STUDY 3 (July 2002), https://www.ftc.gov/sites/default/files/documents/reports/generic-drug-entry-
prior-patent-expiration-ftc-study/genericdrugstudy_0.pdf [https://perma.cc/X6MM-5DHB]. 
 150. Id.  
 151. Applications for FDA Approval to Market a New Drug: Patent Submission, Listing, and 
Application for Stay Requirements, 68 Fed. Reg. 36676, 36677 (June 18, 2003) (to be codified at 21 
C.F.R. pt. 314.53); Laba Karki, Review of FDA Law Related to Pharmaceuticals: The Hatch-
Waxman Act, Regulatory Amendments and Implications for Drug Patent Enforcement, 87 J. PAT. & 
TRADEMARK OFF. SOC’Y 602, 617-18 (2005). 
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Medicare Modernization Act of 2003, which further revised the 180-day 
exclusivity framework and narrowed the thirty-month stay provision.152  

1. Achievements Post-Hatch-Waxman  

In creating a streamlined ANDA process, the Hatch-Waxman Act 
spurred the development and growth of the generic drug industry.153 In 
contrast to the extraordinary length and time it takes to develop a new 
drug,154 the development and approval of a generic drug only takes ap-
proximately two years to develop and costs $1 to $2 million.155 This 
shorter, less expensive process has created a boom in the generic drug 
industry.156 The entry of generic drugs has created dramatic savings for 
both individual payers and the U.S. healthcare system.157 In 2022, the 
U.S. healthcare system saved $408 billion in 2022 and $2.9 trillion over 
the past ten years by using generic and biosimilar drugs.158 A single ge-
neric competitor can lead to price reductions of 30%, while five compet-
ing generics are associated with price drops of nearly 85%.159 More than 
90% of prescriptions were filled with generics, but account for less than 
18% of total prescription drug pricing.160 Thus, the Act has been a suc-
cess in increasing generic competition in the pharmaceutical market and 
driving down drug prices.161 

2. Controversies Post-Hatch-Waxman  

However, since the late 1990s, innovator and generic drug 
manufacturers have been accused of exploiting the lack of oversight over 
the Orange Book, as well as the complexity, length, and sometimes 
ambiguous language of the Hatch-Waxman Act, to better their economic 

 
 152. The Medicare Prescription Drug, Improvement, and Modernization Act (MMA) of 2003, 
Pub. L. No. 108-173, sec. 1101-02, § 355(j), 117 Stat. 2066, 2448; Karki, supra note 151, at 618-20.  
 153. 40th Anniversary of the Generic Drug Approval Pathway, supra note 47. 
 154. AYLIN SERTKAYA ET AL., JAMA NETWORK OPEN, COSTS OF DRUG DEVELOPMENT AND 
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R41114, at 7 (2012).  
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 157. Press Release, Ass’n for Accessible Meds., supra note 38.  
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 159. Generic Drugs Facts, supra note 35.  
 160. Press Release, Ass’n for Accessible Meds., supra note 38. 
 161. 40th Anniversary of the Generic Drug Approval Pathway, supra note 47. 
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positions often with anticompetitive consequences.162 In July 2002, the 
FTC responded by issuing a study, the “Generic Drug Entry Prior to 
Patent Expiration: An FTC Study,” which examined generic drug 
manufacturers’ attempts to enter the market before the expiration of the 
NDA holders’ drug patents.163 In other words, the FTC only analyzed 
those generic companies’ ANDAs which contained Paragraph IV 
certifications.164 The study analyzed 104 brand-name drugs between 
1992 and 2000 to determine whether any anti-competitive behavior by 
innovator and generic drug companies was occurring to keep generic 
drugs off the market.165 The study found that, despite the record of 
Hatch-Waxman’s success, two of the provisions governing generic drug 
approval before patent expiration—the 180-day exclusivity and the 
thirty-month stay provision—were susceptible to anti-competitive 
strategies by both brand and generic drug manufacturers that may have 
prevented the development or marketing of generic drugs.166  

i. 180-Day Exclusivity Provision  

The study found that in some patent settlement litigation, brand 
drug manufacturers paid the first generic applicant who filed a Paragraph 
IV certificate, and who is therefore entitled to 180-day market exclusivi-
ty, millions of dollars to refrain from entering the market with its generic 
equivalence.167 In one instance, Abbott Laboratories paid Geneva Phar-
maceuticals approximately $4.5 million per month to delay the entry of 
its generic Hytrin product, potentially costing consumers hundreds of 
millions of dollars a year.168 In another instance, Hoechst Marion Rous-
sel, Inc. agreed to pay Andrx over $80 million to not bring their generic 
to the market.169 Overall, the study found that during the time period of 
the study, there were twenty final settlements of ANDA-related patent 
litigation.170 By preventing the 180-day exclusivity from running, all ge-
nerics were excluded from the market until the brand patent protection 

 
 162. See Caraco Pharm. Lab’ys, Ltd. v. Novo Nordisk A/S, 566 U.S. 399, 408 (2012). 
 163. FED. TRADE COMM’N, supra note 149, at i-ii.  
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Commerce, Science, and Transportation, 108th Cong. 4 (2003) (statement of Timothy J. Muris, 
Chairman of the Fed. Trade Comm’n), 
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 170. FED. TRADE COMM’N, supra note 149, at vii.  



554 HOFSTRA LAW REVIEW [Vol. 54:537 

expired.171 These anticompetitive agreements kept generic equivalences 
off the market for up to ten years.172  

ii. Thirty-Month Stay Provision  

The study found that multiple thirty-month stays were being issued 
when new drug manufacturers listing patents for the relevant drug in the 
Orange Book after the generic applicant had filed a Paragraph IV certifi-
cation.173 In these instances, the “generic applicant [was] required to 
re-certify to this later-listed patent, and if, upon notice of the generic’s 
re-certification, the brand-name company sues within forty-five days, 
then FDA approval of the generic’s previously filed ANDA is stayed for 
an additional thirty months.”174  

Moreover, knowing that the listing of any additional patent trig-
gered a thirty-month stay, many new drug manufacturers, acting in bad 
faith, listed patents that did not satisfy the statutory listing criteria.175 In-
stead, new drug manufacturers would list “improvement” patents in the 
Orange Book, such as those for “dissectible tablets and special coatings, 
new formulations, crystalline forms of the same drug, and variations on 
drug delivery systems.”176 The report found that for eight of the 
brand-name drugs, manufacturers were taking part in this “evergreening 
process,” and the additional delay of FDA approval caused by the addi-
tional thirty-month stay ranged from four to forty months.177 Additional-
ly, in all of the identified cases where an additional thirty-month stay 
had been granted due to the listing of a new patent, the patent had been 
found invalid or not infringed by the generic applicant.178 This illustrates 
the weaknesses in these later listed patents.179 In one high-profile in-
stance, Biovail Corporation illegally acquired an exclusive patent license 
and wrongfully listed that patent in the Orange Book to block generic 
competition to its branded drug Tiazac.180  
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 172. See id. at iv. 
 173. Id. at iii.  
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3. FTC’s Recommendations and Proposed Legislation  

In response to its findings, the FTC provided two recommenda-
tions: (1) that there only be one automatic thirty-month stay per drug 
product per generic drug application; and (2) that legislation be passed to 
provide copies of certain agreements, including those concerning the 
180-day provision, to the FTC.181 The study also requested that the FDA 
clarify its Orange Book patent listing requirements.182 

i. The FDA’s 2003 Hatch-Waxman Act Regulation 

Responding to the FTC’s recommendations and requests, the FDA 
promulgated a final rule on June 18, 2003.183 The rule clarified certain 
patent submission and listing requirements which will “reduce confusion 
and curb attempts to take advantage of this process.”184 More specifical-
ly, it established that only a single thirty-month stay may be triggered for 
each ANDA and 505(b)(2) application.185 It also limited Orange Book 
listings to drug substance patents, drug product patents, and method of 
use patents claiming approved uses were to be listed.186 Patents covering 
processes, packaging, intermediates, or metabolites were expressly ex-
cluded.187 Finally, the rule required NDA holders to provide more de-
tailed and accurate listings.188 For example, for patents claiming a meth-
od of use, the forms required the NDA holder to make a claim-by-claim 
listing, and the declaration forms now warned that “willful and knowing-
ly false statements” on the forms is a criminal offense.189  

Most notably, the FDA doubled down on its ministerial role in this 
rulemaking, insisting that courts are the proper mechanisms for the 
resolution of disputes about the scope and validity of patents since they 
have the experience, expertise, and authority to address complex and 
important aspects of patent law.190 The FDA also rejected any 
suggestions to create an administrative review process for patent listings, 
stating: “It would be inappropriate and impractical for us to create 
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regulatory mechanisms for reviewing patent listings or permitting third 
parties to submit patents for listing. We lack both the resources and the 
expertise to resolve such matters.”191 

ii. Proposed Legislation 

The Greater Access to Affordable Pharmaceuticals Act (“GAAP”) 
was initially introduced in the House of Representatives and the Senate 
in 2002 and 2003, respectively, with varying degrees of changes.192 Alt-
hough slightly different, they contained many of the same provisions: (1) 
a limit of one thirty-month stay per ANDA; (2) a declaratory judgment 
action for a Paragraph IV ANDA filer if the pioneer company does not 
file an infringement suit within forty-five days of receiving notice; (3) a 
patent delisting counterclaim for a Paragraph IV ANDA filer in a patent 
infringement case; (4) various forfeiture events for a first Paragraph IV 
ANDA filer’s 180-day exclusivity; and (5) a requirement to notify the 
FTC and the DOJ regarding certain patent settlement agreements.193  

4. Passed Legislation  

After unsuccessful legislative attempts in 2002 and 2003, Congress 
enacted Title XI of the Medicare Modernization Act (“MMA”) on De-
cember 8, 2003.194 The MMA significantly amended the Hatch-Waxman 
Act of 1984.195 First, the MMA effectively limited an innovator compa-
ny to one thirty-month stay per ANDA.196 With the passage of the 
MMA, an innovator company can receive a thirty-month stay for patents 
listed in the Orange Book before a generic applicant submits its 
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2003, Pub. L. 108-173, sec. 1101-03, § 355(j), 117 Stat. 2066 (passed in December of 2003), with 
Applications for FDA Approval to Market a New Drug: Patent Submission, Listing, and Applica-
tion for Stay Requirements, 68 Fed. Reg. 36676 (June 18, 2003) (codified at 21 C.F.R. pt. 314).  
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ANDA.197 Therefore, if an innovator company lists new patents in the 
Orange Book after the filing of an ANDA, no thirty-month stay will be 
triggered even if the new certifications are Paragraph IV certifications.198 
Additionally, the MMA revised the Hatch-Waxman Act such that a dis-
trict court decision of a patent infringement suit will end a thirty-month 
stay of FDA approval.199 Second, the MMA required generic applicants 
that submit an ANDA with a Paragraph IV certification to notify the 
NDA holder and patent holder of this certification within twenty-one 
days after the FDA files the ANDA.200 Thirdly, the MMA provided that 
the 180-day exclusivity applies per drug product, not per drug patent.201 
This essentially created a “first to file” rule, whereby if a second appli-
cant files an ANDA applicant for the same drug product, but makes a 
different Paragraph IV certification to a different patent than the previ-
ous ANDA, the subsequent ANDA applicant is not entitled to 180-day 
exclusivity.202  

Fourthly, the MMA also included provisions whereby an ANDA 
holder who is entitled to 180-day exclusivity will forfeit their right to the 
exclusivity if they fail to market the drug by a certain time, amend or 
withdraw their Paragraph IV certification, or enter into an agreement 
with another generic applicant, the NDA holder, or patent holder, and 
the FTC or an appeals court rules that the agreement violates antitrust 
laws.203 Fifthly, the MMA also required that certain patent settlement 
agreements entered into by drug companies be filed with the FTC and 
the DOJ.204 Sixthly, the MMA added a provision whereby if the NDA 
holder or the patent owner does not bring a patent infringement suit 
against a Paragraph IV ANDA filer within forty-five days of receiving 
notice, the ANDA filer may bring a declaratory judgment action regard-
ing the invalidity or non-infringement of the patent which is the subject 
of the Paragraph IV certification.205 Lastly, the MMA created a patent 
delisting counterclaim provision.206 Under the provision, a generic appli-
cant who is sued for patent infringement can bring a counterclaim for the 

 
 197. See 21 U.S.C. § 355(j)(5)(B)(iii). 
 198. Id.  
 199. Id. § 355(j)(5)(B)(iii)(I)(aa).  
 200. Id. § 355 (j)(2)(B). 
 201. See id. § 355(j)(5)(B)(iv)(II)(bb).  
 202. See id. § 355(j)(5)(B)(iv).  
 203. Id. § 355(j)(5)(D)(i)(I)–(V).  
 204. The Medicare Prescription Drug, Improvement, and Modernization Act of 2003, Pub. L. 
108-173, § 1112, 117 Stat. 2066, 2462.  
 205. 21 U.S.C. § 355(j)(5)(C)(i)(I).  
 206. Id. § 355(j)(5)(C)(ii)(I). 
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patent to be delisted or corrected in the Orange Book.207 However, this 
action is not a private right of action, and the ANDA holder is not enti-
tled to damages.208  

E. Recent Developments Arising from Reemerging Concerns  

Although it appeared that the MMA and the FDA’s 2003 regulatory 
provisions had closed all loopholes in the Hatch-Waxman Act, attention 
to the continued abuse of improper listings in the Orange Book renewed 
in 2020.209 In response, new legislative and regulatory measures were 
introduced, starting with the Orange Book Transparency Act of 2020 
(“OBTA”), which clarified patent listing requirements and aimed to re-
move invalid patents from the Orange Book.210 Following this, the FTC 
renewed its focus on improper listings, issuing a series of policy state-
ments and amicus briefs challenging potentially inaccurate or improperly 
listed patents.211 

1. 2020 Orange Book Transparency Act  

On January 5, 2021, President Trump signed into law H.R. 1503, 
the OBTA, which amended section 505 of the FD&C Act.212 Specifical-
ly, the OBTA: (1) revised the requirements for submission of patent in-
formation by requiring NDA holders to provide the FDA, within thirty 
days after approval, the patent number and expiration date of patents 
claiming the approved drug or an approved method of use; and (2) clari-
fied the types of patents to be listed in the Orange Book, including the 
removal of invalid patents upon a final decision by the Patent Trial and 
Appeal Board or a court.213 

 
 207. Id.  
 208. Id. § 355(j)(5)(C)(ii)(II), (iii).  
 209. Press Release, Congresswoman Robin Kelly, President Signs Rep. Kelly-Introduced Or-
ange Book Transparency Act into Law (Jan. 6, 2021), https://robinkelly.house.gov/media-
center/press-releases/president-signs-rep-kelly-introduced-orange-book-transparency-act-law 
[https://perma.cc/9DQ8-UR5P].  
 210. Orange Book Transparency Act of 2020, Pub. L. 116-290, sec. 2, § 355(b), (c)(2), (j)(7), 
134 Stat. 4889, 4889-91 (2021).   
 211. See infra Part II.E.2.  
 212. Sec. 2, 134 Stat. at 4889.  
 213. Sec. 2, 134 Stat. at 4889-91. The Act also required the FDA to solicit public comments 
about the types of patents in the Orange Book and transmit that information to Congress. U.S. FOOD 
& DRUG ADMIN., THE LISTING OF PATENT INFORMATION IN THE ORANGE BOOK 10 (2021), 
https://www.fda.gov/media/155200/download [https://perma.cc/J4BU-5N62]. 
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2. The FTC’s Renewed Interest  

On September 14, 2023, the FTC issued a policy statement, sup-
ported by the FDA, warning manufacturing companies of brand-name 
drugs that they could face legal action if they improperly list patents in 
the Orange Book.214 According to the statement, improperly listed pa-
tents could be scrutinized by the FTC as potentially unfair methods of 
competition in violation of section 5 of the FTC Act.215 According to 
then-FTC Chair Lina Khan, improperly listed patents are an illegitimate 
ploy to “delay or lock out generic manufacturers from entering the mar-
ket, depriving Americans of access to lower-cost medicines and drug 
products.”216 The policy statement also indicated that the FTC could 
challenge the Orange Book listings under a monopolization theory for 
controlling prices and excluding competition.217  

On November 7, 2023, the FTC followed up on its policy statement 
by challenging more than 100 patents held by manufacturers of “asthma 
inhalers, epinephrine autoinjectors [(also known as EpiPens)], and other 
drug products as inaccurately or improperly listed in the Orange 
Book.”218 The FTC sent letters to “ten companies, which include: 
AbbVie, AstraZeneca, Boehringer Ingelheim Pharmaceuticals, Impax 
Laboratories, Kaleo, Mylan Specialty, and subsidiaries of Glaxo-Smith 
Kline and Teva.”219 However, in the letters, the FTC merely listed cer-
tain patents that they believed were inaccurately or improperly listed in 
the Orange Book, and did not give any specific reasoning for why the 
relevant patents were inaccurate.220 Furthermore, it is noteworthy that 

 
 214. Press Release, Fed. Trade Comm’n, FTC Issues Policy Statement on Brand Pharmaceuti-
cal Manufacturers’ Improper Listing of Patents in the Food and Drug Administration’s ‘Orange 
Book’ (Sept. 14, 2023), https://www.ftc.gov/news-events/news/press-releases/2023/09/ftc-issues-
policy-statement-brand-pharmaceutical-manufacturers-improper-listing-patents-food-drug 
[https://perma.cc/WQ95-JT4D].  
 215. Id.  
 216. Id.  
 217. FED. TRADE COMM’N, FEDERAL TRADE COMMISSION STATEMENT CONCERNING BRAND 
DRUG MANUFACTURERS’ IMPROPER LISTING OF PATENTS IN THE ORANGE BOOK 5-6 (Sept. 14, 
2023), https://www.ftc.gov/system/files/ftc_gov/pdf/p239900orangebookpolicystatement092023.pdf 
[https://perma.cc/5TNK-HWBP].  
 218. Press Release, Fed. Trade Comm’n, FTC Challenges More than 100 Patents as Improperly 
Listed in the FDA’s Orange Book (Nov. 7, 2023), https://www.ftc.gov/news-events/news/press-
releases/2023/11/ftc-challenges-more-100-patents-improperly-listed-fdas-orange-book 
[https://perma.cc/925U-CHPP]. 
 219. Id.; see also Warning Letters by Press Release, FED. TRADE COMM’N (Nov. 7, 2023), 
https://www.ftc.gov/legal-library/browse/warning-letters/81927 [https://perma.cc/CW2P-622A]. 
 220. See, e.g., Letter from Rahul Rao, Deputy Dir., Bureau of Competition, to Couns. for Teva 
Branded Pharm. Prods. R&D, Inc. (Feb. 7, 2023), 
https://www.ftc.gov/system/files/ftc_gov/pdf/teva-branded-pharma-orange-book.pdf 
[https://perma.cc/B5ZA-5E6B]. 
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the FTC did not file “any Section 5 enforcement cases or other antitrust 
challenges against any Orange Book patent listings,” nor did it start a 
procedure to cause any patents to be delisted.221 Rather, the FTC wrote 
to the FDA in accordance with FDA rules that allow anybody to contest 
a patent listing.222 The NDA holders have thirty days to amend their pa-
tent listing or recertify that they adhere to the statutory criteria.223 The 
FDA will only change the patent information in the Orange Book if the 
NDA holder agrees to amend or correct the information.224 

On April 30, 2024, the FTC followed up on this by similarly “chal-
lenging” more than 300 patent listings held by manufacturers of “diabe-
tes, weight loss, asthma, and COPD drugs, including Novo Nordisk 
Inc.’s blockbuster weight loss drug, Ozempic.”225 The Commission sent 
warning letters to ten companies, including Novo Nordisk Inc., 
Boehringer Ingelheim, Covis Pharma, Glaxo-Smith Kline, Teva Phar-
maceutical Industries Ltd., and Amphastar Pharmaceuticals, Inc.226 At 
this point, it appeared the FTC’s actions were getting attention from 
Congress; on December 13, 2023, Elizabeth Warren and Pramila Jayapal 
followed up on the FTC by sending letters to the CEOs of eight of the 
companies that had received warning letters from the FTC in Novem-
ber.227 

This activity built on the FTC’s more recent efforts, which began in 
2022 with a series of amicus briefs targeting improper Orange Book list-
ings.228 On November 10, 2022, the FTC filed an amicus brief in Jazz 
Pharmaceuticals v. Avadel CNS Pharmaceuticals,229 marking the start of 
its legal campaign.230 The FTC continued its advocacy on November 20, 

 
 221. COOLEY LLP, supra note 67.  
 222. Id.  
 223. 21 C.F.R. § 314.53 (2025).  
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 226. Warning Letters by Press Release, supra note 219.  
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 228. See, e.g., Brief for Fed. Trade Comm’n as Amicus Curiae, Jazz Pharms., Inc. v. Avadel 
CNS Pharms., LLC, No. 1:21-cv-00691-GBW (D. Del. Nov. 10, 2022).  
 229. 2022 WL 17083873 (D. Del. Nov. 18, 2022).   
 230. Brief for Fed. Trade Comm’n as Amicus Curiae, supra note 228, at 16-21 (arguing that a 
patent covering a system for implementing Risk Evaluation and Mitigation Strategies (“REMS”) 
distribution was not properly listed).  
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2023, with an amicus brief in Mylan Pharmaceuticals Inc. v. Sanofi-
Aventis U.S. LLC,231 a case involving EpiPens,232 and on March 22, 
2024, with another brief in Teva Pharmaceuticals USA, Inc. v. Amneal 
Pharmaceuticals, Inc.,233 a case involving asthma inhalers.234 The cam-
paign reached a significant milestone on October 17, 2024, when the 
U.S. District Court for the District of New Jersey ordered Teva to delist 
inhaler patents from the Orange Book.235 The legal battle continued to 
unfold, and on December 20, 2024, the Court of Appeals for the Federal 
Circuit affirmed the judgment, requiring Teva to delist patents related to 
its ProAir HFA inhaler from the Orange Book.236 The court ruled that 
these patents, which only cover parts of the inhaler device and do not 
claim or even mention the active ingredient, albuterol sulfate, were im-
properly listed.237 Together, these developments highlight the FTC’s on-
going efforts to address concerns over improper Orange Book listings 
and their potential impact on competition within the pharmaceutical in-
dustry.238 

III. THE ONGOING EXPLOITATION OF THE ORANGE BOOK  

The continued abuse of the FDA’s Orange Book’s patent listing 
system has been well recognized.239 However, the current statutory 
scheme is not sufficient to address these abuses.240 Pursuant to 21 C.F.R. 
§ 314.53, the process for disputing a patent is as follows:  

(f) Correction of patent information errors––(1) Requests by persons 
other than the NDA holder. If any person disputes the accuracy or rel-
evance of patent information submitted to the Agency under this sec-
tion and published by FDA in the list, or believes that an NDA holder 
has failed to submit required patent information, that person must first 

 
 231. 2026 WL 201152 (W.D. Pa. Jan. 1, 2026); Brief for Fed. Trade Comm’n as Amicus Curi-
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 237. Id. at 908-09, 919-21.  
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Holders and the Failure of the 2003 Amendments, 60 HASTINGS L.J. 171, 179-83 (2008).  
 240. See id. at 179.  
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notify the Agency in a written or electronic communication titled 
“314.53(f) Patent Listing Dispute.” The patent listing dispute commu-
nication must include a statement of dispute that describes the specific 
grounds for disagreement regarding the accuracy or relevance of patent 
information for FDA to send to the applicable NDA holder. For a dis-
pute regarding the accuracy or relevance of patent information regard-
ing an approved method of using the drug product, this statement of 
dispute must be only a narrative description (no more than 250 words) 
of the person’s interpretation of the scope of the patent. This statement 
of dispute must only contain information for which the person consents 
to disclosure because FDA will send the text of the statement to the 
applicable NDA holder without review or redaction.241 

Once a third party disputes the patent, the FDA sends the statement 
of dispute to the applicable NDA holder, and the NDA holder must con-
firm the accuracy of the patent or withdraw or amend the patent infor-
mation.242 “If the NDA holder confirms the accuracy of the patent in-
formation . . . the Agency will not change the Patent Information in the 
Orange Book.”243 A quick look at the results of the FDA’s “Patent List-
ing Disputes” page, updated as of January 10, 2025, shows an almost 
three-to-one difference between “No Orange Book Changes” compared 
to “Patent Listing Updated” in the “Dispute Outcome” column.244 Addi-
tionally, “the overwhelming majority of patents declared by the FTC as 
improperly listed in the FDA’s Orange Book remain listed and in 
force.”245 For the first wave of Warning Letters, “six of the seventeen 
products did change the Orange Book listings while eleven remained un-
changed.”246 “This information was made public in early May 2024, no-
tably prior to when the NDA responses were due for the Warning Letters 
issued on April 30, 2024. For the twenty drugs encompassed by the sec-
ond wave letters, none changed their Orange Book listings.”247  

In 2001, Mylan Pharmaceuticals, Inc. v. Thompson248 established 
that generic companies do not have a private cause of action against 
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NDA holders to challenge the NDA holder’s Orange Book listings as 
improper and to delist the patent. 249 However, the MMA sought to recti-
fy this by allowing authorized generic applicants who have been sued for 
patent infringement to assert a counterclaim seeking an order requiring 
the NDA holder to correct or delete patent information on the basis that 
the patent does not cover the approved drug product or an approved 
method of use.250 This provision has rarely been used because “it does 
not offer effective relief against the harm caused by inappropriate patent 
listings.”251 As highlighted in Justice Sotomayor’s concurrence in Cara-
co Pharmaceutical Laboratories Ltd. v. Novo Nordisk A/S,252 the availa-
bility of a delisting counterclaim does not fix the issues of delays in ap-
proval because it results in expensive and time-consuming litigation.253 
Because counterclaims “can only be brought in response to a charge of 
patent infringement,” by the time the ANDA holder brings an ANDA 
counterclaim, the NDA holder has already “obtained its thirty-month 
stay of FDA approval of the generic drug.”254 Thus, even if a counter-
claim is successful eventually, it still results in delayed marketing of the 
generic and forces the generic to engage in expensive and protracted liti-
gation to pursue its delisting counterclaim.255 

The strategic use of continuation patent applications filed with the 
USPTO can extend patent coverage beyond the original term.256 The 
Manual of Patent Examining Procedure explains that “[a]t any time be-
fore the patenting, abandonment, or termination . . . an applicant may 
have recourse to filing a continuation application . . . in order to intro-
duce into the application a new set of claims and to establish a right to 
further examination by the Officer.”257 Continuation patents can deter 
competition by increasing uncertainty for generic manufacturers, since 

 
 249. Id. at 1330-33.  
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they must avoid infringing (or must challenge) evolving patent claims on 
drugs.258 

“Evergreening” refers to the practice of making minor modifica-
tions or improvements to an existing patented drug to extend its patent 
protection and prevent generic competition.259 Manufacturers can re-
ceive multiple, minor patents for changes to the drug’s formulation, dos-
age, delivery method, or other secondary aspects of the drug, rather than 
altering the primary active ingredient.260 One study found that 78% of 
the drug products for which new patents were listed in the Orange Book 
from 2005 to 2015 were existing drug products, not new drugs entering 
the market.261 Extending protection is also particularly pronounced 
among blockbuster drugs.262 These “post approval” patents extend the 
brand-name drug’s market exclusivity by an average of three years;263 
however, some drugs have received nearly ten more years of additional 
protection in the Orange Book.264 Drug manufacturers are heavily incen-
tivized to continue engaging in this practice because a huge percentage 
of their profits are generated after the expiration of their primary pa-
tent(s).265 

Continuation patents and evergreening result in “patent 
thicketing”—multiple overlapping patents for the same product, creating 
a thicket that effectively stifles generic competition.266 These patents 
may expire at the same time, so it’s not about extending the life of the 
patent but about increasing the transaction costs for generics to get onto 
the market.267 These patents are often listed in the Orange Book, further 
complicating the regulatory approval process and delaying market entry 
for generics.268 A recent study found that “the ratio of continuation 
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patents increased 200% from 0.6 for drugs approved in 2000 to 1.8 for 
drugs approved in 2015.”269 Another study found that the top selling 
drugs in the United States in 2021 were covered by 1,429 patents and 
patent applications.270 Recently, Amgen was highlighted for its patent 
thicketing scheme,271 and on July 12, 2024, the Senate unanimously 
endorsed legislation that would target pharma patent thickets.272  

“Product hopping” is another strategy that has significant impacts 
on improper Orange Book listings.273 Product hopping is a strategy 
where a “pharmaceutical manufacturer winds down production of an old 
drug formulation” nearing its patent expiration and encourages or pres-
sures patients “to switch to a new formulation” (with modest, 
non-therapeutic changes), and with a newly obtained patent, often right 
before generic competition is set to commence.274 When a brand-drug 
“patent hops,” the generic equivalence of the “old” drug may not be 
deemed therapeutically equivalent to the new, patented drug under state 
law, and therefore may not be substituted for the brand-name prescrip-
tion.275 When brand-drug pharmaceuticals list these incrementally dif-
ferent patents in the Orange Book, it has the effect of forestalling com-
petition, notwithstanding that the prior product (for which a generic has 
become available) remains safe and effective.276  

For years, the FDA has failed to respond substantially to requests 
from drug makers for clarity regarding which types of patents that cover 
drug-device combination productions (also known as device patents) 
should be listed in the Orange Book.277 The uncertainty surrounding 
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these type of patents have been the source of numerous improper Orange 
Book listings and the focus of the FTC’s concern.278 In a recent U.S. 
Government Accountability Office (“GAO”) study, thirteen of the fif-
teen stakeholders with whom the GAO spoke agreed it would be helpful 
for the FDA to clarify which device-related patents should be listed in 
the Orange Book.279  

Over the years, brand drug manufacturers have frequently sought 
“Advisory Opinions” from the FDA, specifically requesting determina-
tions on whether certain drug-delivery patents are eligible for listing in 
the Orange Book, and providing notifications to the FDA that they 
would be listing these types of patents in the Orange Book.280 These re-
quests related to drug-delivery device patents were left pending for many 
years before the FDA ultimately declined to offer clarity in June 2020, 
saying that the issue should be part of a broader review of the Orange 
Book.281 When the FDA denied the brand drug manufacturers’ requests, 
it issued a Federal Register notice  

seeking comments on[, among other things,] . . . the submission of pa-
tent information under section 505 of the FD&C Act and the listing of 
such patent information in the Orange Book . . . [including the] listing 
of patents that claim a device constituent part of a combination product 
approved under section 505 of the FD&C Act (e.g., a drug delivery de-
vice) . . . .282  

The FTC received many comments focused on the drug-delivery device 
patent listing issue.283 In response, the FDA stated to Congress that it 
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“will create a multidisciplinary working group” to address these com-
ments in line with the existing statutory requirements for patent listing in 
the FD&C Act.284 To date, the FDA has not published any further guid-
ance on the appropriateness of listing drug-delivery device patents and 
has asserted for decades that it has a merely ministerial role in adminis-
tering the Orange Book.285 

In the absence of FDA guidance, the FTC has stepped in the vacu-
um.286 By requesting the removal of certain device patents from the Or-
ange Book, the FTC has effectively undertaken the clarification that the 
FDA should be providing regarding which device-related patents are eli-
gible for listing.287 These moves may be encroaching on the FDA’s ju-
risdiction, which the FDA has seemingly encouraged.288 In a letter to 
FDA Commissioner Robert Califf, Senator Bill Cassidy, ranking mem-
ber of the Senate Health, Education, Labor, and Pensions (“HELP”) 
Committee, criticized the situation: “Letting the FTC enforce terms of 
the [FD&C Act] is an extraordinary abdication of authority by the 
FDA.”289 He pointed to the FTC’s opinion that device patents not men-
tioning “any drug in their claims do not meet the statutory criteria for 
Orange Book listing and must be delisted.”290 The Senator notes that this 
change in policy occurred “without statutory or regulatory direction 
from Congress or the FDA.”291 Cassidy opined that it is unlikely the 
FDA would “similarly opine on provisions of the Federal Trade Com-
mission Act.”292  
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In the FTC’s policy statement, it cautioned that further actions 
could include investigating the patent listings as an unfair method of 
competition in violation of section 5 of the FTC Act or as illegal mo-
nopolization under section 2 of the Sherman Act.293 However, the FTC 
will likely not be successful in its anti-trust lawsuits.294 Firstly, it is im-
portant to note that the FTC’s involvement in patent-related issues has 
been almost exclusively limited to challenging listings via the adminis-
trative process that allows anyone to “challenge” a listing, of which there 
has been little success,295 and filing amicus curiae briefs, usually in sup-
port of the party challenging the relevant patent.296 The FTC’s limit in 
their actions, and the likely failure of future anti-trust lawsuits for im-
proper Orange Booking listings, may be due in part to the ruling of the 
Court of Appeals for the First Circuit’s 2020 decision in In re Lantus, 
which provides that there should be no antitrust liability if “the submis-
sion was the result of a reasonable, good faith attempt to comply with 
the Hatch-Waxman Act.”297  

Additionally, antitrust law addresses conduct that harms or poses a 
likely threat to competition.298 The FTC has raised concerns that im-
proper Orange Book listings may delay or deter the entry of generic 
drugs.299 However, this concern is not always justified.300 For instance, if 
a disputed patent “has not been used to secure a thirty-month stay or if 
there are additional patents listed in the Orange Book that the FTC does 
not dispute, the listing of the contested patent may have no impact on 
competition.”301 This is particularly true given that a patent holder can 
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allege infringement regardless of whether a patent is listed in the Orange 
Book.302 

The FTC’s encroachment into the FDA’s role is further misguided 
because the FTC lacks the patent expertise that the FDA itself asserts it 
does not possess and cites as the reason for its inability to review pa-
tents.303 The FTC’s mandate focuses on antitrust enforcement and con-
sumer protection, not patent law, and its involvement in Orange Book 
listings risks regulatory overreach into an area where it lacks both tech-
nical and legal competence.304 Hatch-Waxman litigation is notoriously 
difficult, often involving intricate questions of patent validity, claim 
construction, and regulatory compliance that require specialized 
knowledge of both pharmaceutical formulations and intellectual property 
law.305 If the FDA, the agency explicitly tasked with overseeing drug 
approvals, declines to engage in substantive patent reviews due to a lack 
of expertise, it is highly questionable whether the FTC—an agency with 
no statutory authority over patent validity—has the capability to do so 
effectively.306  

IV. FIXING THE LOOPHOLES IN THE ORANGE BOOK 

Since 1984, the FDA has maintained that it performs a completely 
ministerial role with respect to Orange Book patent listings.307 In its 
1994 regulations, the FDA stated that the “agency believes that its scarce 
resources would be better utilized in reviewing applications rather than 
reviewing patent claims. . . . [The] FDA does not have the resources or 
the expertise to review patent information for its accuracy and relevance 
to an NDA.”308 The FDA has also declined to create an additional ad-
ministrative process for challenging patent listings beyond that already 
established in § 314.53(f), and has also declined to create a new process 
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for delisting patents or for internal FDA review of patents.309 Despite the 
FDA’s explanations, many law review articles have repeatedly recom-
mended that the FDA take on a more proactive watchdog role in some 
fashion.310 However, the FDA cannot even hold up on their existing re-
sponsibilities.311 For example, in the FDA’s 2022 Report to Congress re-
quired under section 2(e) of the Orange Book Transparency Act, the 
FDA stated that they would be creating a working group to “evaluate 
whether additional clarity is needed” regarding the types of patents that 
should be listed in the Orange Book.312 Despite anticipation from stake-
holders for new guidance,313 three years later, the FDA has still yet to 
establish such clarity through prospective, broadly applicable rules, in-
stead acceding to ad hoc FTC enforcement.314  

A. Leveraging Artificial Intelligence to Review and Flag Improperly 
Listed Patents 

Advancements in AI over the last year present a significant 
opportunity to enhance oversight and prevent the listing of improper 
patents in the Orange Book.315 AI tools could be developed to 
systematically review patents submitted by NDA holders, identifying 
questionable or improperly listed patents with greater speed and 
efficiency than traditional methods.316 These tools could use advanced 
algorithms to analyze patent claims, detect patterns of potential abuse, 
and cross-reference prior listings to flag discrepancies or anomalies.317 
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The USPTO has already recognized the possibility that AI will be used 
to prepare and prosecute patent and trademark applications.318 In fact, 
the USPTO has already created an AI-based tool to assist patent 
examiners in conducting exhaustive prior art searches rapidly.319  

However, AI cannot be entirely relied upon, as its effectiveness de-
pends on the quality of the data it is trained on and the parameters of its 
programming.320 It lacks the nuanced understanding of legal and scien-
tific contexts that human experts possess, making it prone to errors or 
overgeneralizations.321 Therefore, while AI can serve as a valuable tool 
in improving the accuracy and efficiency of patent oversight, it should 
complement, rather than replace, the expertise and judgment of skilled 
professionals in regulatory and patent law.322 

B. USPTO and FDA Collaboration  

If an AI flags a patent submitted by an NDA holder into the Orange 
Book as problematic, the AI system could alert the USPTO, who will 
use their expertise to evaluate the validity of the patent in the Orange 
Book.323 The USPTO would then make the final decision on the mat-
ter.324 If the USPTO determined that the patent was invalid, the patent 
would be automatically removed.325 Although in 2003, the USPTO offi-
cials stated that Orange Book listings were for the FDA to administer,326 
since then, the USPTO and the FDA have indicated that they would be 
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open to collaborating with each other.327 On July 9, 2021, President 
Biden signed Executive Order (“EO”) 14036 on “Promoting Competi-
tion in the American Economy,” highlighting the longstanding misuse of 
patent and other laws to block or delay competition from generic drugs 
and biosimilars.328 To address these concerns, the EO required that, 
within forty-five days, the Secretary of Health and Human Services, 
through the FDA Commissioner, communicate any relevant concerns to 
the USPTO.329 In response to the EO, the FDA sent a letter to the 
USPTO in September 2021, offering to collaborate with the USPTO to 
explore strategies for reducing drug prices for Americans.330 The FDA 
specifically raised concerns with the practices of “evergreening,” “patent 
thickets,” and “product hopping.”331  

In response to the FDA’s letter, the USPTO invited the FDA to dis-
cuss and establish formal mechanisms to collaborate, and as a particular 
proposal, to better police the consistency in representations made by 
pharmaceutical patent applicants to the USPTO and FDA.332 The 
USPTO outlined several initiatives, including “[e]nhanc[ing] collabora-
tion with other agencies [(including the FDA)] on key technology areas, 
including pharmaceuticals and biologics.”333 To enhance collaboration 
between the USPTO and the FDA, the letter notes that the USPTO will, 
among other tasks: (1) provide patent examiners with training “on pub-
licly available FDA resources that can be” used for prior art searches; (2) 
identify ways to ensure “consistency in representations made to the 
USPTO and the FDA,” for example, by requiring applicants to submit to 
the USPTO any information submitted to other agencies; and (3) devel-
op procedures for notifying the FDA of AIA proceedings regarding Or-
ange Book and Purple Book-listed patents.334 In addition to sharing in-
formation, the agencies held a public listening session on January 19, 
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2023 and sought public comments on the proposed initiatives between 
the agencies.335 This type of collaboration is also not a new concept in-
ternationally, specifically in South Korea, where the Korean Intellectual 
Property Office can review a generic applicant’s equivalence of an 
ANDA prior to applying for marketing approval.336  

V. CONCLUSION 

As part of the ongoing effort to balance pharmaceutical innovation 
with affordable access to medication, the United States has implemented 
a series of legislative and regulatory measures over the past century.337 
From the enactment of the FD&C Act, which established critical safety 
standards, to the passage of the Hatch-Waxman Act of 1984, which cre-
ated a streamlined pathway for generic drug approval, these measures 
have sought to ensure that competition thrives while incentivizing drug 
development.338 In theory, the Hatch-Waxman framework was designed 
to accelerate generic drug entry and lower prescription drug costs.339 
However, the continued exploitation of the FDA’s Orange Book has se-
verely undermined these objectives.340 

Despite legislative amendments and regulatory reforms intended to 
close loopholes, pharmaceutical manufacturers have continued to ma-
nipulate the Orange Book by improperly listing patents, engaging in 
product hopping, and constructing patent thickets designed to deter ge-
neric competition.341 The FDA’s longstanding ministerial role in main-
taining the Orange Book—merely recording patents without evaluating 
their validity—has enabled brand-name drugmakers to secure prolonged 
market exclusivity through questionable listings.342 Meanwhile, existing 
enforcement mechanisms have proven ineffective.343 The FTC’s re-
newed interest in challenging improper Orange Book listings represents 
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a step forward, yet it lacks the authority to compel delisting or impose 
meaningful consequences on violators.344 Even when challenged, im-
properly listed patents often remain in place, delaying generic entry and 
sustaining high drug prices.345 

To address these persistent issues, immediate and comprehensive 
reform is necessary.346 Implementing AI to systematically review Or-
ange Book submissions could provide an essential first step in identify-
ing suspect patents, while granting the USPTO and FDA the authority to 
scrutinize flagged listings would create a more effective enforcement 
framework.347 Without these changes, pharmaceutical manufacturers 
will continue to exploit existing regulatory gaps, keeping drug prices ar-
tificially high and limiting patient access to life-saving treatments.348 By 
modernizing oversight mechanisms and enhancing interagency collabo-
ration, policymakers can fulfill the original intent of the Hatch-Waxman 
Act—ensuring that the pharmaceutical market remains both competitive 
and accessible, rather than dominated by anticompetitive barriers that 
place profits over public health.349 
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