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abstract.  The 21st Century Cures Act includes a set of provisions affecting the FDA drug-
approval process. One of those provisions requires the FDA to issue guidance on how drug man-
ufacturers, patient organizations, and others can collect and submit “patient-experience data” to 
the FDA and how the Agency will use this information in approving new drugs. This Essay exam-
ines the FDA’s implementation of these statutory requirements in light of past problems with pa-
tient-involvement initiatives at the FDA. It argues that not all patient-involvement initiatives are 
“good.” Past FDA approval decisions illustrate that there are ways of involving patients in drug 
development and approval that are ineffective and harmful to patient health. Patient involvement 
can be ineffective when practices are ill-designed to permit patient input to legitimately affect drug 
development and the FDA’s decision-making process. And patient involvement can be harmful to 
patient health when the practices merely serve to pressure FDA decision-makers to bend the 
Agency’s approval standards to approve drugs that do not work.  
 Although Congress’s patient-experience-data requirements pose a threat of institutionalizing 
past problematic practices at the FDA, this Essay concludes that the Agency’s early implementation 
efforts are encouraging. The Agency’s draft guidance documents and transcripts of meetings with 
stakeholders on patient-experience data suggest that the Agency is attuned to these problems and 
is using the directives as an opportunity to hone its patient-involvement mechanisms. Specifically, 
the Agency appears committed to three important goals in interpreting the concept of “patient-
experience data” that support the objective of good patient involvement: (1) fostering an evidence-
based approach to collecting patient input, (2) ensuring that patient-involvement mechanisms and 
tools are tailored to the particular research or policy question at issue, and (3) encouraging patient 
involvement in the earliest stages of drug development.  
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introduction 

Two years ago, Congress passed the 21st Century Cures Act, a massive 
health-care bill with provisions affecting a broad range of issues related to med-
ical research, development, and treatment.1 The Act promised much-needed 
funding for opioid abuse prevention and treatment, mental-health issues, and 
research programs at the National Institutes of Health.2 But these potential ben-
efits came at a cost: the Act included a controversial set of provisions affecting 
the FDA’s drug-approval process.3 Consumer-protection groups, physicians, 
and others fiercely opposed the Act, arguing that the legislation’s changes would 
weaken the FDA’s drug-approval standards.4  

The FDA’s drug-approval process serves a vital role in ensuring the safety 
and efficacy of drugs in the United States. A manufacturer can only market a new 
drug if it can prove to the Agency that there is “substantial evidence” from “well-
controlled investigations” that the drug is safe and that it works.5 After a drug is 
approved, the FDA can require manufacturers to carry out postapproval follow-

 

1. 21st Century Cures Act, Pub. L. No. 114-225, 130 Stat. 1033 (2016) (codified in scattered sec-
tions of 42 U.S.C.); Jennifer Steinhauer & Robert Pear, Sweeping Health Measure, Backed by 
Obama, Passes Senate, N.Y. TIMES (Dec. 7, 2016), https://www.nytimes.com/2016/12/07
/us/politics/21st-century-cures-act-senate.html [https://perma.cc/R3WZ-YZ7S]. 

2. Sheila Kaplan, Winners and Losers of the 21st Century Cures Act, STAT (Dec. 5, 2016), https://
www.statnews.com/2016/12/05/21st-century-cures-act-winners-losers [https://perma.cc
/8RD3-XB2C]. 

3. See 21st Century Cures Act §§ 2000-2072. 

4. See, e.g., Jerry Avorn & Aaron S. Kesselheim, The 21st Century Cures Act—Will It Take Us Back 
in Time?, 372 NEW ENG. J. MED. 2473 (2015); Gregg Gonsalves, Daniel Carpenter & Joseph 
Ross, Lawmakers Must Ask Tough Questions About the 21st Century Cures Act, HILL (Nov. 21, 
2016), http://thehill.com/blogs/congress-blog/healthcare/307020-lawmakers-must-ask 
-tough-questions-about-the-21st-century [https://perma.cc/A7AN-MQAZ]; Gregg 
Gonsalves, Mark Harrington & David A. Kessler, Opinion, Don’t Weaken the F.D.A.’s Drug 
Approval Process, N.Y. TIMES (June 11, 2015), https://www.nytimes.com/2015/06/11/opinion 
/dont-weaken-the-fdas-drug-approval-process.html [https://perma.cc/SNK3-X6L2]; Alex 
MacGillis, Would Washington’s FDA Fix Cure the Patients or the Drug Industry?, PROPUBLICA 
(Nov. 30, 2016), https://www.propublica.org/article/would-washingtons-fda-fix-cure-the 
-patients-or-the-drug-industry [https://perma.cc/63YX-VHW9]; Diana Zuckerman, Why 
the 21st Century Cures Act Could Be Disastrous for Medicine, SPECTRUM (Dec. 1, 2016), https://
www.spectrumnews.org/opinion/viewpoint/21st-century-cures-act-disastrous-medicine 
[https://perma.cc/J5C3-6NMN]; The 21st Century Cures Act of 2016, PUB. CITIZEN, https://
www.citizen.org/our-work/health-and-safety/21st-century-cures-act-2016 [https://perma
.cc/GC6G-A8GP]. 

5. 21 U.S.C. § 355(d) (2018). 
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up studies to confirm that the drug provides the intended benefit to patients and 
does not pose any unjustified safety risks.6 

The problematic Cures Act provisions are designed to alter the kinds of data 
that drug manufacturers can rely on to secure FDA approval or to meet postap-
proval requirements.7 These provisions, critics argue, push the FDA to approve 
drugs faster but with less reliable evidence of effectiveness.8 Although purport-
edly designed to get “twenty-first century cures” to patients faster, these changes 
risk making it difficult for doctors and patients to know which treatments work 
and may expose patients to harmful side effects of treatment based on unsub-
stantiated therapeutic benefits. For example, one section of the Act directs the 
FDA to consider allowing manufacturers to rely on “real world evidence,” in 
place of more reliable evidence from randomized controlled trials, to gain FDA 
approval to market an existing drug for a new purpose.9 Another provision di-
rects the Agency to “maximize” the use of surrogate markers in approving new 
drugs for rare diseases.10 Surrogate markers are objective laboratory measure-
ments—like cholesterol levels, blood pressure, or tumor size—intended to pro-
vide an early indication of whether a drug will improve survival rates or how a 
patient functions and feels.11 But not all surrogate markers accurately predict 
clinical benefit.12 In the past, drugs approved using surrogate endpoints—rather 

 

6. Post-Approval Studies, U.S. FOOD & DRUG ADMIN., https://www.fda.gov/MedicalDevices 
/DeviceRegulationandGuidance/PostmarketRequirements/PostApprovaStudies/default 
.htm [https://perma.cc/4B9V-GYFQ]. 

7. Aaron S. Kesselheim & Jerry Avorn, New “21st Century Cures” Legislation: Speed and Ease vs 
Science, 317 J. AM. MED. ASS’N 581, 581 (2017) (“Among the most concerning sections of the 
new law are components that address the types of data that manufacturers will be able to use 
to gain FDA approval of new products or additional indications for existing products.”). 

8. See sources cited supra note 4. 

9. 21st Century Cures Act, Pub. L. No. 114-225, § 3022, 130 Stat. 1033, 1096-98 (2016) (codified 
at 21 U.S.C. § 355g (2018)). 

10. Id. § 3012. 

11. J.K. Aronson, Biomarkers and Surrogate Endpoints, 59 BRIT. J. CLINICAL PHARMACOLOGY 491, 
491 (2005). 

12. Chul Kim & Vinay Prasad, Cancer Drugs Approved on the Basis of a Surrogate End Point and 
Subsequent Overall Survival: An Analysis of 5 Years of US Food and Drug Administration Approv-
als, 175 JAMA INTERNAL MED. 1992, 1993 (2015) (finding that eighty-six percent of cancer 
drugs approved based on a surrogate endpoint over a five-year period failed to show an impact 
on survival or had unknown effects on survival at time of follow up). 
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than traditional clinical endpoints that directly measure a drug’s effect on symp-
toms and survival—have been pulled from the market years later, after further 
studies reveal that the drugs fail to benefit patients.13 

And the Act codifies a new category of data that the FDA must consider dur-
ing the drug-approval process, dubbed “patient-experience data.”14 The Act de-
fines patient-experience data expansively, encompassing any data that “are in-
tended to provide information about patients’ experiences with a disease or 
condition, including—(A) the impact of such disease or condition, or a related 
therapy, on patients’ lives; and (B) patient preferences with respect to treatment 
of such disease or condition.”15 Patient-experience data can be “collected by any 
persons (including patients, family members and caregivers of patients, patient 
advocacy organizations, disease research foundations, researchers, and drug 
manufacturers).”16 Congress framed the use of patient-experience data as part of 
its broader intent to encourage “patient-focused” drug-development reform by 
increasing the patient voice in both the drug-development and regulatory-ap-
proval processes.17 

The promotion of patient involvement in drug development and approvals 
is undoubtedly valuable. Over the past two decades, the drug-development-and-
approval process has faced the compelling criticism that it focuses too narrowly 
on what physicians and scientists think patients want (or should want) from 
treatment and what physicians and researchers think will improve patients’ qual-
ity of life, rather than on what patients actually desire from treatment.18 This 
criticism in the drug-development context reflects a broader modern critique of 
the medical profession as problematically paternalistic, which has spawned a 

 

13. See, e.g., Sharan Prakash Sharma, Avastin Saga Reveals Debate over Clinical Trial Endpoints, 104 
J. NAT’L CANCER INST. 800 (2012) (reporting on the FDA’s approval of bevacizumab as a treat-
ment for breast cancer, which was based on a surrogate endpoint, and its ultimate withdrawal 
after post-marketing studies showed no overall survival benefit and a high rate of side effects); 
cf. U.S. GOV’T ACCOUNTABILITY OFFICE, NEW DRUG APPROVAL: FDA NEEDS TO ENHANCE ITS 

OVERSIGHT OF DRUGS APPROVED ON THE BASIS OF SURROGATE ENDPOINTS 35 (Sept. 2009), 
https://www.gao.gov/new.items/d09866.pdf [https://perma.cc/S4T5-UEWB] (finding 
that “weaknesses in FDA’s monitoring and enforcement process hamper its ability to effec-
tively oversee postmarketing studies”). 

14. 21st Century Cures Act § 3001. 

15. Id. 

16. Id. 

17. Id. §§ 3001-3004. 

18. See, e.g., Ethan Basch, Toward Patient-Centered Drug Development in Oncology, 369 NEW ENG. 
J. MED. 397 (2013); Anton Hoos et al., Partnering with Patients in the Development and Lifecycle 
of Medicines: A Call for Action, 49 THERAPEUTIC INNOVATION & REG. SCI. 929 (2015); Paul 
Wicks et al., Increasing Patient Participation in Drug Development, 33 NATURE BIOTECHNOLOGY 
134 (2015). 



good and bad patient involvement 

1081 

shift in the professional paradigm from a physician-driven practice of medicine 
toward “patient-centered medicine.”19 In the drug-development context, this 
has led to the recognition that, although doctors bring medical expertise and 
broader clinical experience to the table, patients are “experts in what it is like to 
live with their condition” and are thus “uniquely positioned to inform the un-
derstanding of the therapeutic context for drug development and evaluation.”20 
Both kinds of expertise are necessary to develop treatments that best improve 
patients’ health and well-being. Given this understanding, bringing the patient 
perspective to bear on the drug-development-and-approval process—like which 
endpoints are measured in clinical trials, what factors constitute the “benefits” 
and “harms” of treatment options, and how much risk is an acceptable tradeoff 
for predicted benefit—is an important goal. 

But Congress’s broad framing of patient-experience data raises concerns 
about the way the patient perspective will affect the FDA’s approval process.21 In 
the past, some drug manufacturers that failed to provide sufficient evidence from 
clinical trials that a drug works have nonetheless succeeded in marshalling evoc-
ative patient testimony and advocacy to secure FDA approval. Gregg Gonsalves 
and Diana Zuckerman recall the pressure that AIDS activists in the 1980s put on 
FDA to speed drug approval and allow access to experimental therapies, one of 
the first campaigns by patients to affect the FDA’s drug-approval process.22 They 
lament that AIDS activists’ efforts to speed drug approvals inadvertently 
“grease[d] the wheels for a deregulatory agenda at the FDA” pushed largely by 
conservative think tanks and the drug industry.23 These groups “often invok[ed] 

 

19. See, e.g., Charles L. Bardes, Defining “Patient-Centered Medicine,” 366 NEW ENG. J. MED. 782 
(2012); Dave deBronkart, From Patient Centered to People Powered: Autonomy on the Rise, BRIT. 
MED. J. (Feb. 10, 2015), https://www.bmj.com/content/350/bmj.h148 [https://perma.cc
/4WKY-562Q]; R. Kaba & P. Sooriakumaran, The Evolution of the Doctor-Patient Relationship, 
5 INT’L J. SURGERY 57 (2007); Christine Laine & Frank Davidoff, Patient-Centered Medicine: A 
Professional Evolution, 275 J. AM. MED. ASS’N 152 (1996). 

20. U.S. FOOD & DRUG ADMIN., CTR. FOR DRUG EVALUATION & RESEARCH, CDER PATIENT-FO-

CUSED DRUG DEVELOPMENT, https://www.fda.gov/Drugs/DevelopmentApprovalProcess
/ucm579400.htm [https://perma.cc/UAF6-6F89]; see also Ian Kennedy, Patients Are Experts 
in Their Own Field, 326 BRITISH MED. J. 1276, 1276 (2003). 

21. See Trudy Lieberman, With Media Watchdogs on the Sidelines, Pharma-Funded Advocacy Groups 
Pushed Cures Act to the Finish Line (Dec. 6, 2016), HEALTHNEWSREVIEW, https://www 
.healthnewsreview.org/2016/12/with-media-watchdogs-sidelined-pharma-funded 
-advocacy-groups-pushed-cures-act-to-the-finish-line [https://perma.cc/T73B-FZ4E] (cit-
ing patient experience data as one provision that may “weaken consumer protections and en-
rich industry”). 

22. Gregg Gonsalves & Diana Zuckerman, Will 20th Century Patient Safeguards Be Reversed in the 
21st Century?, BRIT. MED. J. (Mar. 25, 2015), https://www.bmj.com/content/350/bmj.h1500 
[https://perma.cc/5ZPE-7L5S]. 

23. Id. 
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the legacy of AIDS activists and the rights of patients”24 to promote a number of 
expedited approval pathways allowing drugs to be approved with less and lower-
quality data supporting efficacy.25 Alongside these new approval pathways, the 
FDA has responded to congressional demands to increase patient involvement 
in the drug-approval process.26 The Agency now offers a diverse array of ways 
that patients and caregivers can get involved in FDA decision-making, like the 
Patient Representative Program, which places patients on FDA decision-making 
committees; the Patient Focused Drug Development Initiative, which holds dis-
ease-specific meetings to hear the patient perspective on a disease and its current 
treatments; and the Patient Network, which links patients to important FDA re-
sources.27 

These existing patient-involvement mechanisms at the FDA have not always 
served patients well. Just months before President Obama signed the Cures Act 
into law, the FDA approved eteplirsen (Exondys 51), a drug produced by Sarepta 
Therapeutics to treat Duchenne muscular dystrophy.28 The FDA approved the 
drug even though both the Agency’s own review team and an independent ad-
visory committee concluded that eteplirsen lacked substantial evidence of effec-
tiveness.29 Despite the limited data submitted by Sarepta, an outpouring of pa-
tient and caregiver testimony before the advisory committee, in addition to 
sustained lobbying of the FDA and Congress, provided the impetus for ap-
proval.30 There was substantial outcry from the scientific community; observers 

 

24. Id. 

25. See Fast Track, Breakthrough Therapy, Accelerated Approval, Priority Review, U.S. FOOD & DRUG 

ADMIN., https://www.fda.gov/ForPatients/Approvals/Fast/default.htm [https://perma
.cc/M6H6-FZM6]; see also Aaron S. Kesselheim et al., Existing FDA Pathways Have Potential 
to Ensure Early Access to, and Appropriate Use of, Specialty Drugs, 33 HEALTH AFF. 1770, 1771-72 
(2014) (describing expanded access and expedited approval pathways). 

26. See Kyle T. Edwards, The Role of Patient Participation in Drug Approvals: Lessons from the Accel-
erated Approval of Eteplirsen, 72 FOOD & DRUG L.J. 406, 411-23 (2017) (describing the rise of 
expedited approval pathways and patient-involvement mechanisms at the FDA in response to 
congressional pressure). 

27. Learn About FDA Patient Engagement, U.S. FOOD & DRUG ADMIN. (Dec. 13, 2018), https://
www.fda.gov/forpatients/patientengagement/default.htm [https://perma.cc/T7LQ 
-2ZKT]; see also Edwards, supra note 26, at 415 (discussing the range of patient-involvement 
mechanisms at the FDA). 

28. FDA Grants Accelerated Approval to First Drug for Duchenne Muscular Dystrophy, U.S. FOOD & 

DRUG ADMIN. (Sept. 19, 2016), https://www.fda.gov/NewsEvents/Newsroom 
/PressAnnouncements/ucm521263.htm [https://perma.cc/5QSR-7S77]. 

29. Edwards, supra note 26, at 408; Toni Clarke & Natalie Grover, Bowing to Pressure, FDA Ap-
proves Sarepta’s Duchenne Drug, REUTERS (Sept. 19, 2016), https://www.reuters.com/article
/us-sarepta-fda-idUSKCN11P1HK [https://perma.cc/3CRQ-SFSR]. 

30. Edwards, supra note 26, at 438-50. 
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lamented that the episode “show[ed] that a drug company, harnessing the des-
peration of patients, c[an] bulldoze its way to market at a price of $300,000 a 
year” with a drug that was “studied in an uncontrolled fashion in a handful of 
patients and showed no clinical benefit.”31 

The story of flibanserin’s approval provides another example of how some 
avenues for patient involvement can undermine rather than support the 
Agency’s scientific-review process. Sprout Pharmaceuticals sought FDA ap-
proval of flibanserin (Addyi), better known as the “pink Viagra,” as a treatment 
for reduced libido in women.32 The FDA rejected the application twice, noting 
that the drug’s minimal benefits did not outweigh the risks it posed to patients.33 
The third time Sprout sought FDA approval, it did not present any new evidence 
of the drug’s effectiveness.34 Instead, it provided funding to Even the Score, an 
advocacy organization that launched an intense lobbying campaign framing the 
FDA’s past failures to approve the drug as sexist and paid for patients to travel 
to testify in front of the FDA’s advisory committee about the effects of reduced 
libido on their lives and marriages and their need for treatment.35 The strategy 
worked: the advisory committee was swayed by the patient testimony and rec-
ommended approval, and the Agency ultimately adopted the committee’s rec-
ommendation.36 

Past success in leveraging patient involvement at the FDA to secure drug ap-
provals helps explain the industry’s support of the Cures Act, which was critical 
to the Act’s success. PhRMA, the drug industry’s trade association, increased its 
quarterly lobbying budget from $3.96 million to $5.44 million as the House En-
ergy and Commerce Committee prepared to introduce the legislation, while the 
drug and medical-device industries held a top spot on the list of business sectors 

 

31. Gonsalves, Carpenter & Ross, supra note 4; see also Aaron S. Kesselheim & Jerry Avorn, Ap-
proving a Problematic Muscular Dystrophy Drug: Implications for FDA Policy, 316 J. AM. MED. 
ASS’N 2357 (2016). 

32. Andrew Pollack, F.D.A. Approves Addyi, a Libido Pill for Women, N.Y. TIMES (Aug. 18. 2015), 
https://www.nytimes.com/2015/08/19/business/fda-approval-addyi-female-viagra.html 
[https://perma.cc/2SQV-ABVF]. 

33. Id. 

34. Julia Belluz, What the FDA’s Approval of “Pink Viagra” Tells Us About the Problems with Drug 
Regulation, VOX (Sept. 18, 2015), https://www.vox.com/2015/9/18/9333639/female-pink 
-viagra-fda-approved [https://perma.cc/5QCM-NXEX]. 

35. Sabrina Tavernise & Andrew Pollack, Aid to Women, or Bottom Line? Advocates Split on Libido 
Pill, N.Y. TIMES (June 13, 2015), https://www.nytimes.com/2015/06/14/us/aid-to-women 
-or-bottom-line-advocates-split-on-libido-pill.html?action=click&contentCollection
=Health&module=inline&region=Marginalia&pgtype=article [https://perma.cc/PAL5 
-FBG8]; see also Belluz, supra note 34. 

36. Pollack, supra note 32. 
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contributing to the Committee’s chair in the preceding election cycle.37 Over 
1,100 lobbyists were registered as working on the Act shortly before its passage, 
a number “staggering even by the standards of Washington.”38 Many of these 
lobbyists represented “patient-advocacy organizations.” They argued that the 
Act’s provisions would speed FDA approval of new, lifesaving treatments for pa-
tients in need and enhance the patient voice in the drug-approval process.39 But, 
as in the flibanserin case, recent studies exposing the extent of industry funding 
of such groups raise concerns about whose interests some patient-advocacy or-
ganizations represent. One study examined 104 of the largest patient-advocacy 
organizations and found that at least eighty-three percent received financial sup-
port from the pharmaceutical industry.40 Another found that fifty-one out of 
sixty-eight cancer-patient advocacy groups reported sponsorship by one or more 
drug manufacturers.41 And a study examining the patient groups that the FDA 
consulted to provide the “patient voice” during recent user-fee negotiations with 
industry found that ninety-three percent received funding from drug companies, 
while one-third had executives, directors, or other personnel from pharmaceuti-
cal companies on their boards.42 

In light of concerns about how the concept of patient involvement has been 
harnessed in the past and may be used in the future, this Essay examines the 
patient-involvement provisions of the Cures Act and how the FDA has begun to 
implement them. It argues that, as past practices at the FDA illustrate, not all 
patient-involvement initiatives are “good.” There are ways of involving patients 
in drug development that are ineffective—because the practices fail to actually or 
accurately reflect patient perspectives—and that are potentially harmful to pa-
tient health—because the practices merely serve to weaken approval standards. 
Yet, despite the risk that the Cures Act’s patient-involvement provisions might 
lead to a less robust drug review process, this Essay concludes that the FDA’s 
early efforts to implement the patient-involvement provisions of the Cures Act 
 

37. Alec MacGillis, Would Washington’s FDA Fix Cure the Patients or the Industry?, PROPUBLICA 
(Nov. 30, 2016, 1:23 PM EST), https://www.propublica.org/article/would-washingtons-fda
-fix-cure-the-patients-or-the-drug-industry [https://perma.cc/8KZK-8CEX]. 

38. Id. 

39. Lieberman, supra note 21. 

40. Matthew S. McCoy et al., Conflicts of Interest for Patient-Advocacy Organizations, 376 NEW ENG. 
J. MED. 880, 882 (2017). 

41. Matthew V. Abola & Vinay Prasad, Industry Funding of Cancer Patient Advocacy Organizations, 
91 MAYO CLINIC PROC. 1668, 1670 (2016), https://www.mayoclinicproceedings.org/article
/S0025-6196(16)30507-9/pdf [https://perma.cc/Z78J-7RFB]. 

42. David S. Hilzenrath, In FDA Meetings, “Voice” of the Patient Often Funded by Drug Companies, 
PROJECT ON GOV’T OVERSIGHT (Dec. 1, 2016), http://pogo.production.vigetx.com 
/investigation/2016/12/in-fda-meetings-voice-of-patient-often-funded-by-drug-companies 
[https://perma.cc/PYV2-43RS]. 
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show that the Agency is committed to eschewing bad patient-involvement prac-
tices. Rather than interpreting Congress’s new patient-experience-data direc-
tives in a way that would weaken drug-approval standards, the FDA is using the 
directives as an opportunity to hone its patient-involvement mechanisms so that 
they shape the drug-development-and-review process at the right moments and 
in legitimate ways. 

i .  past problems with patient involvement at the fda  

The eteplirsen and flibanserin examples discussed above illustrate two prob-
lems that have plagued patient involvement at the FDA since the Agency first 
formalized patient-involvement mechanisms in the drug-approval process in the 
1990s.43 First, the practice of patient involvement can be ineffective, when the 
method of patient involvement does not allow patient perspectives and experi-
ences to meaningfully affect the drug development or approval process. This is 
often a design problem: failing to match the patient-involvement method with 
the goal or reason for soliciting patient input. Consider an example from the 
approval of eteplirsen. Duchenne muscular dystrophy results in progressive 
muscle degeneration and weakness, and patients often lose the ability to walk in 
their teenage years. The eteplirsen clinical trial failed to show that the drug im-
proved patients’ rates of retention of the ability to walk—the clinical endpoint 
measured in the trial.44 But at the public hearing before the advisory committee, 
many patients and their caregivers testified that they had witnessed the drug’s 
effect on smaller but nevertheless meaningful activities, like feeding oneself or 
holding a book.45 

While heart-wrenching, this kind of patient-experience data was ill-suited 
to the regulatory task at hand: the advisory committee to which they were ap-
pealing had to determine whether Sarepta had provided substantial evidence of 
efficacy through adequate and well-controlled investigations. Patient testimony 
that the drug might have had other effects that were not tested suggest that 
Sarepta might have been wise to consult patients earlier in the process and 
choose different clinical endpoints; but it could not provide reliable evidence that 
the drug worked. In other words, the patient-involvement method was poorly 
tailored to the decision it was meant to influence. It did not provide meaningful 
and legitimate input into the regulatory decision-making process.46 

 

43. See Edwards, supra note 26, at 414 (describing the FDA’s first efforts to formalize patient in-
volvement in the 1990s). 

44. Id. at 407. 

45. Id. at 449. 

46. For an extended discussion of this mismatch, see id. at 446-50. 
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This kind of mismatch is troubling in part because it represents a missed 
opportunity to involve patients at the right point along the drug-development 
continuum. Here, the testimony suggests that consulting patients earlier might 
have affected the clinical trial design, the knowledge that Sarepta generated 
about the drug’s effects, and ultimately the review team’s and advisory commit-
tee’s evaluations of the application. But the mismatch is also problematic because 
it represents a kind of process harm. Patients rightly expect that their participa-
tion in various involvement mechanisms for the purpose of capturing the patient 
voice and experience will actually feed into the Agency’s decisions. When a 
mechanism’s design renders patients’ input irrelevant, patients are misled. Su-
perficially involving patients in the drug-approval process without any possibil-
ity that their testimony will meaningfully inform the Agency’s decision gives the 
impression that the Agency is consulting them only as a political maneuver: it 
may look as though the Agency cares more about appearing to incorporate the 
views and experiences of affected persons than actually doing so. 

Second, the practice of patient involvement can be harmful to patient health 
when it serves as a vehicle for pressuring the Agency to approve drugs, without 
substantial evidence of effectiveness, under the guise of listening to or respecting 
patient perspectives. Paradoxically, although patient involvement was ill-de-
signed to legitimately affect the approval process in the eteplirsen and flibanserin 
cases, there is little doubt that it played a significant role in their approvals. On 
flibanserin’s third run through the FDA’s approval process, the drug manufac-
turer produced no additional evidence that the drug worked;47 the only factors 
that convinced the FDA to change course appear to be the outpouring of testi-
mony from patients and a media campaign that framed the FDA as discriminat-
ing against libido-enhancing drugs for women.48 With respect to eteplirsen, 
many critics, including some within the FDA’s review team itself, concluded that 
the drug was only approved in light of the overwhelming pressure from patients 
and patient-advocacy organizations at the public hearing and through other in-
teractions with the FDA.49 

But patients ultimately bear the cost when the FDA signs off on drugs that 
do not work, particularly if those drugs involve serious side effects or require 
forgoing other effective treatment. Channeling patient input through avenues 
like public testimony at media-heavy hearings may increase pressure on deci-
sion-makers to bend the FDA’s approval standards, absent any other way to hear 
and attend to patient perspectives. As discussed above, drug manufacturers have 
been quick to fund and organize patient advocacy both through institutional 

 

47. See supra notes 32-36 and accompanying text. 

48. Id. 

49. Edwards, supra note 26, at 433, 437. 
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channels, like hearings or meetings, and through political avenues. It is likely 
that the industry will similarly attempt to capitalize on the Agency’s new focus 
on patient-experience data. Indeed, on the heels of the 21st Century Cures Act, 
Evidera—a unit within global contract research organization Pharmaceutical 
Product Development, LLC—announced the expansion of its patient-centered 
research services to “enable [its] clients to effectively navigate this new world of 
patient-focused drug development,” promising to “elicit[] patient preference in-
formation that meets the needs of regulatory and payer decision-makers.”50 
While stimulating this kind of research is important, industry-funded patient-
experience studies based on biased methods could be used to push for approval 
of drugs that otherwise lack sufficient evidence of efficacy. 

In sum, past patient-involvement practices at the FDA have proved at times 
both ineffective—ill-designed to channel patient experiences and preferences 
into the drug development process—and harmful—by creating channels to place 
pressure on FDA committees to approve drugs that don’t work, thereby expos-
ing patients to harms of treatment that are not outweighed by the benefits. The 
concern is that the patient-experience-data provisions of the Cures Act may en-
dorse and increase these problems in drug approvals. The next Part assesses the 
FDA’s early efforts to implement these provisions and concludes that, despite 
this threat, the Agency is attuned to these concerns and is interpreting the stat-
utory concept of patient-experience data to support meaningful patient input 
and to avoid these past problems.  

i i .  implementing the patient-involvement provisions of 
the 21st century cures act  

When Congress codified the basic concept of patient-experience data, it del-
egated to the FDA the task of fleshing out this definition and explaining how 
such data would be collected and used. The Act mandates that within six months 
of its enactment, the FDA must begin “mak[ing] public a brief statement regard-
ing the patient experience data and related information, if any, submitted and 
reviewed” when it approves a new drug application.51 It also requires the FDA 
to issue a series of guidance documents “regarding the collection of patient ex-

 

50. Evidera Expands Patient-Centered Research Services, EVIDERA (Oct. 24, 2017), https://www
.evidera.com/news-events/news/evidera-expands-patient-centered-research-services 
[https://perma.cc/A23S-WPBK]. 

51. 21st Century Cures Act, Pub. L. No. 114-225, § 3001(3), 130 Stat. 1033, 1084 (2016) (codified 
at 21 U.S.C. 360bbb–8c(b)(1) (2018)).  
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perience data, and the use of such data and related information in drug develop-
ment.”52 These guidance documents must address a range of issues relating to 
patient-experience data, roughly falling into three categories: (1) how to collect 
this data,53 (2) how to submit it to the FDA,54 and (3) how the FDA will use the 
data.55 

In May 2017, the FDA released its “Plan for Issuance of Patient-Focused Drug 
Development Guidance.”56 The plan sets out a five-year time frame for issuing 
the guidance documents mandated by the Act.57 In the plan, the FDA explains 
that the Agency will produce four guidance documents detailing the “methods 
and approaches that can be used by drug sponsors, patient advocacy groups and 
others to more systematically collect and rigorously measure disease and treat-
ment impacts that matter most to patients.”58 The first guidance document will 
describe approaches for collecting patient and caregiver input on the burden of 
disease and existing therapies, including methods for collecting input through-
out the drug-development process and considerations for data collection and 
analysis.59 The second will address methods for identifying what set of impacts 
are most important to patients and how that data might ultimately feed into drug 
development and regulatory decision-making.60 The third will address the de-
velopment of measures to facilitate patient input in clinical trials.61 And the 
fourth will address clinical outcome assessments, including technologies for col-
lecting and analyzing patient-perspective information and methods for incorpo-
rating clinical outcome assessments as endpoints appropriate for regulatory de-
cision-making.62 Based on the development of these four initial documents, the 
FDA will release guidance explaining how patient-experience data will affect the 
FDA’s decision-making process and its framework for benefit-risk assessment.63 
 

52. Id. § 3002(a). 

53. Id. § 3002(c)(1)-(4). 

54. Id. § 3002(c)(5)-(6). 

55. Id. § 3002(c)(7)-(8). 

56. U.S. FOOD & DRUG ADMIN., PLAN FOR ISSUANCE OF PATIENT-FOCUSED DRUG DEVELOPMENT 

GUIDANCE UNDER 21ST CENTURY CURES ACT TITLE III SECTION 3002 (May 2017), https://
www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM563618 
.pdf [https://perma.cc/9PAK-34EU] [hereinafter PLAN FOR ISSUANCE OF PATIENT-FOCUSED 

DRUG DEVELOPMENT GUIDANCE]. 

57. Id. at 2. 

58. Id. at 4. 

59. Id. 

60. Id. 

61. Id. at 4-5. 

62. Id. at 5. 

63. Id. at 6-7. 
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For each guidance document, the FDA plans to hold a public workshop to receive 
feedback from stakeholders on proposed ideas.64 

To date, the FDA has held public workshops on the first three guidance doc-
uments65 and has issued draft guidance on the first document.66 Discussion doc-
uments that track the draft guidance the FDA plans to promulgate are released 
in advance of these public workshops in order to provide participants with an 
opportunity to comment on the FDA’s proposals before the draft guidance is 
officially released.67 These discussion documents thus provide a first look at the 
FDA’s understanding of patient-experience data and the role it will play in pa-
tient involvement at the Agency. Similarly, transcripts from these public work-
shops detail the FDA’s dialogue with a variety of stakeholders, including indus-
try representatives, patients, doctors, and researchers, as the Agency seeks to 
justify its vision for patient input in the drug development and approval pro-
cess.68 Taken together, these sources reveal three core commitments that the FDA 
has made in interpreting the concept of patient experience data under the Act: 

 

64. Id. at 7. 

65. FDA Patient-Focused Drug Development Guidance Series for Enhancing the Incorporation of the 
Patient’s Voice in Medical Product Development and Regulatory Decision Making, U.S. FOOD & 

DRUG ADMIN. https://www.fda.gov/Drugs/DevelopmentApprovalProcess/ucm610279.htm 
[https://perma.cc/6SAA-WZHB]. 

66. U.S. FOOD & DRUG ADMIN., DRAFT GUIDANCE, PATIENT-FOCUSED DRUG DEVELOPMENT: COL-

LECTING COMPREHENSIVE AND REPRESENTATIVE INPUT (June 2018), https://www.fda
.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances 
/UCM610442.pdf [https://perma.cc/5TU6-ZQFK] [hereinafter DRAFT GUIDANCE 1]. 

67. U.S. FOOD & DRUG ADMIN., DISCUSSION DOCUMENT FOR PATIENT-FOCUSED DRUG DEVELOP-

MENT PUBLIC WORKSHOP ON GUIDANCE 2: METHODS TO IDENTIFY WHAT IS IMPORTANT TO PA-

TIENTS (Oct. 2018), https://www.fda.gov/downloads/Drugs/NewsEvents/UCM620707.pdf 
[https://perma.cc/GUG8-6Q76] [hereinafter GUIDANCE 2 DISCUSSION DOCUMENT]; U.S. 
FOOD & DRUG ADMIN., DISCUSSION DOCUMENT FOR PATIENT-FOCUSED DRUG DEVELOPMENT 

PUBLIC WORKSHOP ON GUIDANCE 3: SELECT, DEVELOP OR MODIFY FIT-FOR-PURPOSE CLINICAL 

OUTCOME ASSESSMENTS (Oct. 2018), https://www.fda.gov/downloads/Drugs/NewsEvents
/UCM620708.pdf [https://perma.cc/Q9B3-KDZB] [hereinafter GUIDANCE 3 DISCUSSION 

DOCUMENT]. 

68. See Transcript: Public Workshop on Patient-Focused Drug Development: Guidance 1 Collecting 
Comprehensive and Representative Input, U.S. FOOD & DRUG ADMIN. (Dec. 18, 2017), https://
www.fda.gov/downloads/Drugs/NewsEvents/UCM591861.pdf [https://perma.cc/8NAT 
-ME5G] [hereinafter Guidance 1 Workshop Transcript]; Transcript: Patient-Focused Drug Devel-
opment: Methods to Identify What Is Important to Patients and Select, Develop or Modify Fit-for-
Purpose Clinical Outcome Assessments (Oct. 15, 2018), https://www.fda.gov/downloads/Drugs
/NewsEvents/UCM626046.pdf [https://perma.cc/3SHH-3X65] [hereinafter Guidance 2 
Workshop Transcript]; Transcript: Patient-Focused Drug Development: Methods to Identify What 
Is Important to Patients and Select, Develop or Modify Fit-for-Purpose Clinical Outcome Assess-
ments, U.S. FOOD & DRUG ADMIN. (Oct. 16, 2018), https://www.fda.gov/downloads/Drugs
/NewsEvents/UCM626047.pdf [https://perma.cc/Z86Q-GXUT]. 
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(1) fostering an evidence-based approach to collecting patient input, (2) ensur-
ing that patient-involvement mechanisms and tools are tailored to the particular 
research or policy question at issue, and (3) encouraging patient involvement in 
the earliest stages of drug development. Each commitment pushes back on past 
practices of patient involvement at the Agency that were problematic, suggesting 
the FDA’s resistance to interpreting and implementing these statutory provi-
sions in a way that would institutionalize the problems seen in the eteplirsen and 
flibanserin examples. 

A. Toward a “Science of Patient Input” 

A central message of the FDA’s early implementation efforts is that it will use 
the patient experience directives to develop more systematic and rigorous meth-
ods for collecting patient input. The Agency frames the use of patient-experience 
data as an evolution of its past patient-involvement practices, which it recognizes 
relied on more anecdotal and nonrepresentative accounts of patient values and 
experiences. For example, a primary method of patient involvement at the 
Agency before the Cures Act was a series of “patient focused drug development 
meetings” that the Agency held, a forerunner attempt at promoting the patient 
voice in drug approvals.69 Under the FDA Safety and Innovation Act, the Agency 
held twenty-four disease-specific meetings that brought together representatives 
from the FDA, patients, drug developers, doctors, and researchers for “an op-
portunity to hear the patient’s voice.”70 Meetings focused on a range of diseases, 
including autism, psoriasis, breast cancer, and narcolepsy.71 At these meetings, 
the Agency heard from patient and caregiver participants about the most bur-
densome symptoms of the disease and the adequacy of current treatments. After 
each meeting, the FDA produced a “Voice of the Patient” report summarizing 
input it received during the meeting.72 

In its Cures Act implementation plan, the Agency recognized that these 
meetings and the resulting reports provided substantial insight into the nature 

 

69. PLAN FOR ISSUANCE OF PATIENT-FOCUSED DRUG DEVELOPMENT GUIDANCE, supra note 56, at 4. 

70. CDER Patient-Focused Drug Development, U.S. FOOD & DRUG ADMIN., https://www.fda.gov
/drugs/developmentapprovalprocess/ucm579400.htm [https://perma.cc/2SCA-XSRC]. 

71. Patient-Focused Drug Development: Disease Area Meetings Held in Fiscal Years 2013-2017, U.S. 
FOOD & DRUG ADMIN., http://wayback.archive-it.org/7993/20171114194151/https://www
.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm347317.htm [https://perma
.cc/3KW2-A32X]. 

72. The Voice of the Patient: A Series of Reports from FDA’s Patient-Focused Drug Development Initia-
tive, U.S. FOOD & DRUG ADMIN., https://www.fda.gov/ForIndustry/UserFees 
/PrescriptionDrugUserFee/ucm368342.htm [https://perma.cc/W48M-GNXS]. 
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of the studied diseases and the shortcomings of current treatment.73 But the FDA 
also recognized that this method of collecting patient experiences has its limits. 
Patient panelists can speak to their own experience of a disease and treatments, 
but the Agency has no way of knowing if those perspectives are representative. 
Many of the diseases studied affect diverse populations that may react differently 
to treatments and that may have different health values. And, even when these 
kinds of meetings elicit new priorities in treating the studied disease, they do not 
provide an opportunity to measure the effects that specific treatments have on 
those outcomes. Thus, the FDA explains that one of the broader lessons from 
holding the series of disease-specific meetings was “that a more systematic and 
rigorous approach to collecting the patient’s perspective and patient experience 
data was needed to better advance patient-focused drug development.”74 

The Agency casts the Cures Act provisions as an opportunity to “bridge from 
important early-stage efforts to gain patients’ narrative perspectives on the clin-
ical context (e.g., meetings with patients), to development and use of methodo-
logically-sound data collection tools in clinical trials.”75 At the Guidance 1 work-
shop, the FDA explained the importance of developing objective approaches to 
collecting representative patient experiences and values. Although the Agency 
recognized that independent “narrative anecdotal accounts are very important 
and powerful,” it stressed that individual patient stories cannot “substitute for 
data collected for a whole population in terms of how we can use it in decision-
making.”76 Thus, during its guidance-development meetings, the FDA indicated 
to stakeholder attendees that it hoped to move beyond the practice of soliciting 
patient input at disease-specific patient meetings or during committee hearings 
and towards a “science of patient input.”77 In a glossary of terms prepared for 
the purpose of standardizing terminology for the guidance series, the FDA de-
fined the science of patient input as “[m]ethods and approaches of systematically 
obtaining, analyzing, and using information that captures patients’ experiences, 
perspectives, needs, and priorities in support of the development and evaluation 
of medical products.”78 

The Agency’s guidance documents are intended to support this more sys-
tematic and representative approach to patient input. The first document focuses 
on how to select patients from whom to collect patient-experience data by both 

 

73. PLAN FOR ISSUANCE OF PATIENT-FOCUSED DRUG DEVELOPMENT GUIDANCE, supra note 56, at 2. 

74. Id. at 7. 

75. DRAFT GUIDANCE 1, supra note 66, at 2. 

76. Guidance 1 Workshop Transcript, supra note 68, at 124. 

77. DRAFT GUIDANCE 1, supra note 66, at 3. 

78. Patient-Focused Drug Development Glossary, U.S. FOOD & DRUG ADMIN., https://www.fda.gov
/Drugs/DevelopmentApprovalProcess/ucm610317.htm [https://perma.cc/7MSR-3C7S]. 
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properly defining the target population and selecting an appropriate sampling 
method to ensure that the patient participants are representative of the broader 
target population.79 Once that population is defined, the second guidance docu-
ment will explain ways to pose unbiased, nonleading questions to participants 
in order to elicit the impact of their disease and what matters most to them in 
treatment. Framing questions appropriately is important to avoid “results that 
inadequately or incompletely identify what is important to patients.”80 And the 
third guidance document “will address how to refine the list of important im-
pacts and concepts elicited from patients, as described in Guidance 2, to develop 
potential study instruments,” called clinical outcome assessments (COAs).81 
COAs are used in clinical trials to measure the effect that a drug has on “an out-
come that describes or reflects how an individual feels, functions or survives.”82 
Ensuring that these clinical trial tools accurately test effects on the outcomes that 
patients themselves have identified as the most important will help provide the 
best evidence to FDA decision-makers of a treatment’s value. 

This evidence-based approach to patient experiences and values sharply con-
trasts with the anecdotal patient and caregiver testimony that supported the 
eteplirsen and flibinaserin approvals. By supporting the systematic collection of 
patient views in a nonbiased manner, the FDA’s approach to patient involvement 
as a “science” indicates how patient perspectives can be appropriately integrated 
into the drug development and approval process. 

B. “Fit-for-Purpose” Methods of Patient Involvement 

The Agency’s early work also emphasizes that different methods for collect-
ing patient-experience data will be appropriate for different stages of the drug-
development-and-approval process. As required by the Cures Act, the FDA has 
added a section on “Patient [E]xperience Data” to the review and decision tem-
plates the Agency uses during new drug reviews.83 When the FDA reviews new 
drug applications, it now includes a checklist of the different types of patient-
experience data that the review team considered. The checklist includes seven 
possible categories of patient-experience data: (1) clinical-outcome assessment 

 

79. See GUIDANCE 2 DISCUSSION DOCUMENT, supra note 67, at 6-8. 

80. Id. at 4. 

81. GUIDANCE 3 DISCUSSION DOCUMENT, supra note 67, at 3. 

82. Id. at 3 n.4. 

83. 21st Century Cures Act Deliverables, U.S. FOOD & DRUG ADMIN., https://www.fda.gov 
/RegulatoryInformation/LawsEnforcedbyFDA/SignificantAmendmentstotheFDCAct 
/21stCenturyCuresAct/ucm562475.htm [https://perma.cc/UVT2-FS4D]. 
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data; (2) qualitative studies—like patient, caregiver, focus group, or expert in-
terviews; (3) patient-focused drug-development reports or reports from other 
stakeholder meetings; (4) observational-survey studies; (5) natural-history 
studies; (6) patient-preference studies; and (7) input from meetings with pa-
tient stakeholders.84 This list suggests a broad range of sources and methods for 
collecting patient-experience data. But it does not explain (1) what research 
questions these data can appropriately answer or (2) what kinds of methodolo-
gies can ensure that patient-experience data collected in these various categories 
is rigorous and sufficiently reliable for the Agency to use in its decision-making. 

The Agency has begun trying to answer these questions through its Cures 
Act guidance. During the first guidance workshop, the FDA attempted to delin-
eate the various points at which patient-experience data might influence the 
drug-development process. In the prediscovery or discovery phase, a researcher 
“might . . . identify[] what the disease impact and treatment burdens are that 
patients and their families are most concerned about”85 and then select data-col-
lection instruments relevant to those impacts and burdens and test them to en-
sure they are suitable for clinical trials.86 Next, during the clinical trials, the re-
searcher tries “to assess whether the changes in those clinical outcome 
assessments during the studies are . . . clinically meaningful to the patient.”87 Fi-
nally, after the FDA has approved a drug, the researcher may “collect[] infor-
mation post-market to really understand the degree to which those benefits and 
risks . . . reported on during the clinical-development phase are consistent with 
what’s happening in the larger population post-approval.”88  

Each of these points in the drug-development process, as the FDA’s expla-
nation suggests, calls for different kinds of patient engagement. Focus groups or 
a series of qualitative interviews with patients may be appropriate at the early 
stages of determining what outcomes patients most hope for from treatment. 
Seeking input at this exploratory stage of the process calls for methods that will 
elicit a broad spectrum of patient views and experiences. For example, the FDA 
has recognized that attaining an appropriate sample size and sampling method 
in this context is different from the later context of showing that a drug has a 

 

84. See, e.g., CLINICAL REVIEW: MIRCERA, BLA 125164/S-078, U.S. FOOD & DRUG ADMIN 1, 11 
(Sept. 6, 2017), https://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrug
UserFee/UCM602885.pdf [https://perma.cc/LVM4-B4WB]. 

85. Guidance 1 Workshop Transcript, supra note 68, at 24. 

86. Id. 

87. Id. at 25. 

88. Id. 
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statistically significant effect on whatever outcomes earlier patient research iden-
tified. As one of the panelists at the workshop for the second guidance document 
noted: 

It is really important to understand that the sample size in qualitative 
research has a completely different purpose than the sample size in quan-
titative research. And the guidance observes this, that sample size for 
qualitative research is intended to prevent discovery failure. In other 
words, not include a voice or perspective that is very important in that 
context. It has nothing to do with statistical significance.89 

By contrast, the concept of statistical significance is crucial in showing the effect 
a drug has on the meaningful outcomes identified in this early-stage research. 
The tools developed to measure changes in the outcomes that patients care about 
must be sensitive enough and suitable for capturing the size of the treatment 
effect relative to a control arm in a clinical trial. And clinical-trial participants 
responding to those tools must be representative of the drug’s target population 
if we are to know whether the drug will have the demonstrated effect on patients 
when brought to market. 

Although patient-experience data can be collected in a broad range of re-
search contexts—including “clinical trials, observational studies, advisory 
boards, public meetings, and other novel settings (e.g., online patient commu-
nities)”—the “level of rigor needed for patient experience data genera-
tion . . . will depend on the intended use.”90 And the tools for collecting patient-
experience data must be “fit-for-purpose.”91 On this point, one FDA official rec-
ognized that “qualitative and narrative anecdotal accounts are very important 
and very powerful,” but stressed that “they won’t be a substitute for data col-
lected for a whole population in terms of how we can use [them] in decision-
making.”92 She clarified that these kinds of data are appropriate for different 
purposes: while “narrative data, including [information] extracted from . . . in-
terviews”93 could be used—like the patient-focused drug development meetings 
and reports—”to []give us general insight about how patients feel, the clinical 
context for regulatory decision-making, [or] a general sense of the burden of 
disease and burden of treatment that are available today,”94 the new guidance 
aims to help patient advocates and sponsors “collect . . . data that can be used to 

 

89. Guidance 2 Workshop Transcript, supra note 68, at 81-82. 

90. DRAFT GUIDANCE 1, supra note 66, at 7. 

91. PLAN FOR ISSUANCE OF PATIENT-FOCUSED DRUG DEVELOPMENT GUIDANCE, supra note 56, at 2. 

92. Guidance 1 Workshop Transcript, supra note 68, at 124. 

93. Id. at 124. 

94. Id. at 124, 125. 
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actually measure the performance of a particular product that’s under develop-
ment or investigation.”95 

Recognizing that different kinds of patient involvement are appropriate at 
different stages of the drug-development-and-approval process is crucial. In the 
past, failure to tailor the patient-involvement mechanism to the relevant regula-
tory question has undermined the FDA’s approval process: the anecdotal ac-
counts of patients testifying before the FDA’s advisory committees in the etep-
lirsen and flibanserin cases were not suited to answering the question whether 
the drug manufacturer had produced substantial evidence of the drug’s efficacy 
in well-controlled trials. What the committees needed at that point was robust 
evidence showing a statistically significant improvement provided by the drug, 
so that the committees could be sure, in recommending approval, that their de-
cisions would serve all patients in the target population—not just the ones testi-
fying in favor of approval. Patient testimony at such hearings still has a role to 
play in contextualizing the effect that a drug demonstrates and the lived experi-
ence of patients with the disease at issue, but it cannot substitute for representa-
tive, unbiased data collected during clinical trials in showing the effects of a treat-
ment. 

C. Upstream Patient Involvement 

Finally, the FDA has stressed in its guidance work to date that involving pa-
tients earlier in the drug-development process will improve the effect that drugs 
have on patients and help ensure that the Agency has the reliable data it needs in 
making approval decisions. A key element of this guidance is that patient input 
will often have greatest effect if considered earlier and throughout the drug-de-
velopment process, rather than just at the later stages when an FDA review team 
or advisory committee is assessing a drug sponsor’s submission. The first draft 
guidance document stresses that “[p]atient experience data may be collected 
throughout medical product development, beginning early in development 
(e.g., discovery) or independent of any specific medical-product development 
program (precompetitive setting).”96 

Absent these early efforts to ascertain what outcomes would be most mean-
ingful to patients, drug manufacturers may develop less effective treatments or 
fail to measure a drug’s effect on the outcomes that matter most to patients. For 
example, at the public hearing on the second guidance document, one FDA offi-
cial explained that the “lack of a thoughtful approach to measurement” can leave 
clinicians without “a patient-centered instrument” capable of “assess[ing] what 

 

95. Id. at 125. 

96. DRAFT GUIDANCE 1, supra note 66, at 7. 
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is important to patients.”97 In such a case, use of the tool “can lead to content 
validity problems or misleading content, such that the tool doesn’t accurately 
assess the target concept,” which ultimately “may compromise [the FDA’s] abil-
ity to accurately describe the clinical benefit.”98 Alternatively, poor upstream pa-
tient involvement may result in the design of a measurement tool with “poor 
ability to detect change,” which in turn “may compromise the ability to detect a 
treatment effect when one exists.”99 

In other words, it is vital to consult patients well before clinical trials begin 
and before selecting or designing clinical outcome assessments that will be used 
in those trials. It is impossible to show clinical benefit if the tools selected are 
insufficient to measure a drug’s influence on the outcome, or if the outcome se-
lected is not particularly important to patients in the first place. The eteplirsen 
case provides a useful example. There, the manufacturer decided to measure the 
drug’s effect on patients’ retention of the ability to walk. The clinical trial did not 
produce substantial evidence that eteplirsen improved walking ability.100 But at 
the public hearing, patients and caregivers repeatedly stressed that smaller func-
tional improvements were deeply valuable—like being able to grasp a spoon to 
eat or brush one’s teeth.101 Although individual patients in the clinical trial and 
their families testified that they experienced improvements on these dimensions, 
the manufacturer’s data did not bear this out—if only because the effects on these 
functions simply were not tested during the clinical trial. Had the manufacturer 
consulted patients early in the study-design process, it may have opted to meas-
ure the drug’s effects on these functions, which may in turn have altered the ev-
idence submitted to the FDA. 

conclusion: a promising start 

The FDA’s implementation of the 21st Century Cures Act is still in its earliest 
stages. Nevertheless, its work on the patient-involvement provisions to date is 
encouraging. The Agency’s framing of the concept of patient-experience data 
and how to collect it suggests that with this new phase of patient involvement at 
the Agency, the FDA may be able to avoid two problems that have plagued at-
tempts at patient involvement in the past: ineffective involvement and involve-
ment mechanisms that produce harmful effects on patient health. Good patient 
involvement ensures that patients actually have the opportunity to affect the 

 

97. Guidance 2 Workshop Transcript, supra note 68, at 186, 187. 

98. Id. at 187. 
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course of development or review, and that patient input legitimately influences 
the course of drug development and approval and does not serve merely to erode 
standards of efficacy. In the past, the practice of patient involvement at the FDA 
has failed at times to meet these guiding principles. The Agency’s insistence in 
its Cures Act work on (1) developing a science of patient input; (2) requiring 
tools for collecting patient-experience data that are fit for purpose; and (3) in-
creasing upstream patient involvement in the drug development process support 
the goal of distinguishing valuable patient-involvement mechanisms from bad 
ones. The ultimate test of these commitments will be whether the FDA adopts 
them in practice and not just in theory: whether the Agency applies these con-
cepts in case-specific drug approvals while holding drug manufacturers to the 
Agency’s safety and effectiveness standards. But for now, the Agency’s plans ap-
pear well designed to improve patient involvement in the drug-approval process. 
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