RISKY BUSINESS:
How

THE

FDA

OVERSTEPPED ITS BOUNDs

By

LIMITING

PATIENT ACCESS To EXPERIMENTAL DRUGS

Hayes Edwards*
"In our anxiety to effectuate the congressional purpose of protecting
the public, we must take care not to extend the scope of [the Food
Drug and Cosmetic Act] beyond the point where Congress indicated it
would stop."'
INTRODUCTION

On August 14, 2008, 17-year-old Adam Askew died of venoocclusive liver disease after his doctor tried unsuccessfully to treat him
with an experimental drug. 2 At the time, the Italian drug maker Gentium SpA was seeking Food and Drug Administration (FDA)
approval of its drug, Defibrotide.' Based on previously published
studies of the drug, Mr. Askew's doctor, Jody Sima, believed the drug
represented his only plausible chance at recovery. Dr. Sima said that
due to FDA regulations, even if a doctor has "good data that says this
* J.D. Candidate 2012, George Mason University School of Law. Special thanks to Professors Jonathan Mitchell and Joel Hoffman. I feel obligated to acknowledge that my interest in
this topic was piqued while reading the FDA's response to a public comment made in response
to the original proposal of the rule. Expanded Access to Investigational Drugs for Treatment
Use, 74 Fed. Reg. 40,900, 40,911 (Aug. 13, 2009) (to be codified at 21 C.F.R. § 312.305). To the
best of my knowledge, the public comment was submitted by Mary K. Pendergast, on behalf of
Pendergast Consulting. Id. I was able to obtain a copy of her letter from the FDA, and in
sections II(A) and II(B) she objects to how 21 C.F.R. §§ 312.05 and 312.10 allow the FDA to
second-guess physician determinations on patient risk. I was unable to locate and obtain a copy
of her letter until I had completed most of my work on this Comment, but she deserves acknowledgment as the inspiration for the Comment. Id. The FDA refers to and responds to key points
of her argument, which I used as a starting point for this Comment. 74 Fed. Reg. at 40,900,
40,911. The FDA cataloged Ms. Pendergast's comment as 06n-0062-c24. Mary K. Pendergast,
"Pendergast Consulting comments on Docket No. 2006-0062," March 20, 2007.
1 62 Cases of Jam v. United States, 340 U.S. 593, 600 (1951).
2 Aaron Munzer, Could Teen Have Survived Illness if He Wasn't Denied Experimental
Drug?, ELMIRA STAR-GAZETTE, April 12, 2010, at Al.
3 Id.
4 Id.
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will work," it was not enough to simply explain that "I need [Defibrotide]" for the patient.' Unfortunately, the Defibrotide trials denied
Mr. Askew admission because his symptoms were not severe enough
to provide the requisite data for that particular stage of research.6
One year after Mr. Askew's death, results of the trial showed that
thirty-six percent of younger patients taking the drug recovered and
that the drug was effective in patients with less severe symptoms. 7
Later in 2009, the FDA finalized a rule for granting seriously ill
patients access to experimental drugs.8 But patients like Mr. Askew
still face the risk of being denied experimental drugs that offer the
only plausible chance of recovery. In fact, under the FDA's new rule,
the agency has the authority to second-guess a doctor's assessment of
whether certain experimental drugs are appropriate for individual
patients.9
The FDA oversees the complex process of testing and approving
pharmaceutical drugs, which starts at the development of compounds
by researchers and-even after approval of a drug-continues with
ongoing reporting.o Drug makers seeking FDA approval of new
drugs must fund numerous phases of clinical trials and submit results
for FDA approval after each phase." The FDA reviews the results for
safety and effectiveness, using standards aimed at protecting the
targeted group of patients and gathering information on potential side
effects and other risks. 2 The goal of this process is to ensure, to the
5 Id.
6 Id. ("Findings presented in December 2009 to the American Society of Hematology,
showed that 24 percent of patients, and 36 percent of younger patients taking [Defibrotide] had
recovered.").
7 Id.
8 See Expanded Access to Investigational Drugs for Treatment Use, 74 Fed. Reg. 40,900
(Aug. 13, 2009) (to be codified at 21 C.F.R. pts. 312 & 316).
9 Id. at 40,910 (to be codified at 21 C.F.R. § 312.305).
10 Foon & DRuG ADMIN., FS 01-3, Improving Public Health: Promoting Safe and Effective

Drug Use (2003), available at http://www.fda.gov/downloads/AboutFDA/CentersOffices/Office
ofMedicalProductsandTobacco/CDER/WhatWeDoUCM121592.pdf; Development & Approval
Process, FooD & DRUG AoMIN., http://www.fda.gov/drugs/developmentapprovalprocess/
default.htm (last updated Oct. 27, 2009).
11 See Abigail Alliance for Better Access to Developmental Drugs v. von Eschenbach, 495
F.3d 695, 697-98 (D.C. Cir. 2007) (en banc) (describing the FDA drug approval process); FDA's
Drug Review Process, FooD & DRuG ADMIN., http://www.fda.gov/drugs/resourcesforyou/consumers/ucml43534.htm (last updated Mar. 9, 2012).
12 See CENTER

F7OR DRUG

EVALUATION

AND

RESEARCH,

FOOD

&

DRUG

ADMIN.,

Ar-ACIIMENT B: CLINICAL SAFFrY REVIEW OF AN NDA OR BLA B-I (2010), available at http://

www.fda.gov/downloads/AboutFDA/CentersOffices/CDER/ManualofPoliciesProcedures/UCM2
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greatest reasonable extent, that drugs sold to the public are safe and
effective." One inherent problem with this process is that drugs later
found to be safe and effective are withheld from the public for several
years during testing, a problem that some refer to as "drug lag."14
Although the benefit of requiring all drugs to undergo such scrutiny is
undeniable, some patients who could benefit from a drug that is likely
to be approved, like Mr. Askew, might not be able to wait out this
process. 5
One way around this drug-access problem is to enroll in Phase II
clinical trials, which are aimed at evaluating a drug's effectiveness.16
These trials are conducted after the FDA has determined, through
Phase I studies on the drug's effects in healthy individuals, that the
drug does not pose an unacceptable risk of toxicity." Despite the
opportunity for some sick patients to gain access to experimental
drugs through phase II trials, there are patients who remain unable to
enroll for various reasons. 8
In April 2009, the FDA announced a new rule explaining how
certain patients can obtain access to investigational drugs outside of
clinical trials." The new rule also provides for two tiers of expanded
access to investigational drugs: intermediate patient populations and
individual patients.2 0 The old rule had only granted expanded access
on a widespread basis, known as a "treatment protocol." 2 1 For each
type of approval, the FDA established several criteria to be evaluated
by personal physicians or by the FDA itself.2 2 One troubling criterion
for individual patients requesting expanded access is that the FDA
36905.pdf ("The safety review has two distinct goals: (1) reviewer assessment of the adequacy of
the applicant's safety evaluation; and (2) identification and assessment of the significance of the
adverse events reported in studies/clinical trials (controlled or uncontrolled).").
13 Id.

14 Judy Vale, Expanding Expanded Access: Ilow the Food and Drug Administration Can
Achieve Better Access to Experimental Drugs For Seriously Ill Patients, 96 GEo. L.J. 2143, 2148
(2008) (citing John Patrick Dillman, Note, Prescription Drug Approval and Terminal Diseases:
Desperate Times Require Desperate Measures, 44 VAND. L. REV. 925, 936 (1991)).
15 See Munzer, supra note 2.
16 FDA's Drug Review Process, supra note 11 ("While the emphasis in Phase 1 is on safety,
the emphasis in Phase 2 is on effectiveness.").
17 Id.

18 See, e.g., Munzer, supra note 2.
19 Expanded Access to Investigational Drugs for Treatment Use, 74 Fed. Reg. 40,900,
40,901 (Aug. 13, 2009) (to be codified at 21 C.F.R. pts. 312 & 316).
20 Id. at 40,873 (to be codified at 21 C.F.R. §§ 312.305, 312.315, 312.320).
21 See id.

22 Id. at 40.910.
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must determine that the potential benefit for the patient outweighs
the potential risk.23
By reserving such discretion over decisions of the personal health
and values of seriously ill patients, the FDA has acted inappropriately
and, potentially, illegally.24 This Comment argues that the FDA's
authorizing legislation does not support the 2009 regulation and that
the regulation treads upon a personal liberty protected by the Constitution. 25 This Comment further argues that the regulation violates the
Chevron doctrine by failing to follow an unambiguous order from
Congress.26 Congress never intended to expand the FDA's oversight
of individual patients to include evaluations of individual preference
for risk.27 The authorizing statute contained no ambiguity that would
empower the FDA to make such an inference. 28 By asserting this
power, the FDA jeopardizes patients' personal right to choose a treatment in consultation with their doctor that has been approved for
clinical trials comprised of similarly situated patients. In the most
recent expanded access case, the United States Court of Appeals for
the District of Columbia denied the existence of a right to unapproved
drugs because of what it called a tradition of protecting patients from
potentially unsafe drugs.29 Under this new rule, however, the FDA
can deny patients access to drugs-which have been determined safe
for similar patients in clinical trials-based only on a governmental
review that directly contradicts the recommendation of the patient's
physician.
In addition to being impossible to discern from medical reports,
the level of risk acceptable to a certain patient is not the type of evaluation Congress designed or intended the FDA to make. This Comment argues that it is inappropriate for the FDA to decide that a
patient's life is not sufficiently at risk, or that certain potential side
effects are better or worse than death. The FDA functions as an arbiter of scientific information, a realm that does not include human
emotional responses to severe diagnoses. As implied by Congress, a
Id.
See 21 U.S.C. § 360bbb (2010); Chevron, U.S.A., Inc. v. Natural Res. Def. Council, Inc.,
467 U.S. 837 (1984); 21 C.F.R. § 312.305(a)(2) (2011).
25 See 21 U.S.C. § 360bbb (2010).
26 See id.
27 See id.
28 See id.
29 See Abigail Alliance for Better Access to Developmental Drugs v. von Eschenbach, 495
F.3d 695, 713 (D.C. Cir. 2007) (en banc).
23
24
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physician consulting with her patient is in the best position to evaluate
expected risks and benefits and should not have to submit to the
FDA's oversight on this matter.3 0 A physician's personal relationship
with a patient allows the physician to evaluate the patient's decisionmaking process in a way not available to the FDA.
Individual access to experimental drugs already requires the FDA
to make objective determinations of the drug's safety and the integrity
of its clinical trials. 31 The FDA can exercise the same safety-effectiveness judgment it normally uses for larger patient groups, ensuring that
the safety and effectiveness information provides some grounds for
prescribing the drug as requested by individual patients and their doctors. This level of oversight-similar to that of an appellate court
reviewing a verdict on an abuse of discretion or clearly erroneous
standard-ensures that doctors have adequate information upon
which to evaluate patient decisions and puts doctors on notice that
their decisions will be reversed if not properly grounded in FDAapproved data.
This Comment examines the legitimacy of the FDA's reservation
of discretion over a patient's potential risks from both their illness and
the requested experimental treatment, and argues that this discretion
should be limited to the safety and effectiveness inquiry applied to
larger patient groups, where unique patient characteristics cannot be
assessed. Part I explains the context in which the FDA promulgated
the 2009 rules as well as the purpose of these rules by discussing (1)
the history of drug approval prior to the 2009 rules,32 (2) the historical
trend of expanding access to experimental drugs, 33 and (3) the change
in how the FDA grants approval after the 2009 rules.34 Part II first
demonstrates that the 2009 rules-which give the FDA discretion to
make risk determinations for individual patients-exceed the FDA's
authority by performing a Chevron analysis, which shows that the
FDA improperly interpreted its authority granted by Congress, 35 and
examining FDA v. Brown & Williamson Tobacco, which shows that
the FDA should not expand its authority without explicit permission
30 See 21 U.S.C. § 360bbb (2010).
31 See id.

32 See infra Part I.A.
33 See infra Part I.B.
34 See infra Part I.C.
35 See infra Part II.A.1.
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from Congress.3 6 Part II then argues that the 2009 rules are also an
unconstitutional breach of the right to make private medical decision
in consultation with a doctor,"7 and that a strict delineation between
the doctor's and the FDA's roles results in optimum protection of
patient rights, and efficient distribution of resources.3 ' Finally, Part
III proposes solutions for limiting the FDA's risk-balancing discretion
for individual patients and evaluates the likelihood and impact of each
solution.3 9
I.

BACKGROUND

Congress, since creating the FDA in 1938, has gradually increased
patient access to drugs that have not been fully approved for sale on
the market.40 This progression eventually produced the Food and
Drug Administration Modernization Act of 1997 (FDAMA),4 1 which
laid out, inter alia, a scheme for seriously ill patients to receive drugs
approved for Phase I clinical trials.42 Based on this law, the FDA
created a new rule in 2009 laying out more specific patient access procedures and requirements.4 3 Part A explains the history of expanded
access and the context in which Congress promulgated the FDAMA."
Part B explains the FDAMA and the subsequent FDA rule on
expanded access, as well as a recent landmark legal challenge to the
FDA's expanded access policies. 45
A.

History of Drug Approval and InvestigationalNew Drug
Applications Priorto the 2009 FDA Rule

In 1938, Congress passed the Food Drug and Cosmetics Act
(FDCA), requiring FDA approval before drug manufacturers could
36 See infra Part II.A.2.
37 See infra Part II.B.
38 See infra Part II.C.
39 See infra Part III.
40 See Vale, supra note 14, at 2146-54.
41 See Food and Drug Administration Modernization Act of 1997, Pub. L. No. 105-115, 111
Stat. 2296 (codified in scattered sections of 21 U.S.C.).
42 See 21 U.S.C. § 360bbb (2010).
43 See Expanded Access to Investigational Drugs for Treatment Use, 74 Fed. Reg. 40,900
(Aug. 13, 2009) (to be codified at 21 C.F.R. pts. 312 & 316).
44 See infra Part I.A.
45 See infra Part I.B.
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distribute their products.' The bill established a framework in which
drug manufacturers conducted a series of trials, which were independently operated but subject to FDA evaluation.47 In 1962, Congress
amended the FDCA to ensure safety and effectiveness.48 Under this
system, drug makers must first show that the drug is safe for human
testing by providing the results of in vitro and animal testing. 9 After
this initial stage, where the drug maker successfully submits an Investigational New Drug application (IND), the drug enters Phase I trials
that focus on safety in human subjects.so These trials involve about
twenty to eighty healthy subjects and focus on toxicity, maximum tolerable dose, and any serious, short-term side effects. 1 Phase II trials
involve anywhere from a few dozen to about 300 patients who have
the condition or illness targeted by the drug, focusing on the drug's
effectiveness and any short-term side effects.5 2 The FDA then
approves Phase III testing if the possible effectiveness adequately balances out the drug's risk for the overall population of patients, given
the targeted disease's severity. This final stage of testing can involve
more than 1,000 patients and focuses on the drug's risks and benefits if
marketed to the general public. 54 The FDA can request a second
round of Phase III testing to ensure a proper amount of benefit relative to any discovered risks." If the drug passes Phase III, its manufacturer then submits a New Drug Application to the FDA's Center
for Drug Evaluation and Research for final market approval. 56 The
46 21 U.S.C. § 355(a)-(b) (2009).
47 Id.

48 Drug Amendments of 1962 § 102, § 21 U.S.C. 355(i) (2010).
49 Development & Approval Process, supra note 10.
50 Id.
51 MARK MATHIEU, NEw DRUG DEVELOPMENT: A REGULATORY OVERVmw 7 (3d ed.

1994).
52 FDA's Drug Review Process, supra note 11.
53 CTR. FOR DRUG EVALUATION & RESEARCII, Foo) & DRUG ADMIN. & DEI"'r OF
HIEATii & HUMAN SERVS., THE CDER HANDBOOK 8-9 (1998), available at http://www.fda.gov/

downloads/AboutFDA/CentersOffices/CDER/UCM198415.pdf.
54 FDA's Drug Review Process, supra note 11.
55 See FDA's Drug Review Process: Continued, U.S. Foon & DRuo AuMIN., http://www.
fda.gov/Drugs/ResourcesForYou/Consumers/ucm289601.htm (last updated Mar. 13, 2012)
("Common problems include unexpected safety issues that crop up or failure to demonstrate a

drug's effectiveness. A sponsor may need to conduct additional studies-perhaps studies of more
people, different types of people, or for a longer period of time.").
56 FDA's Drug Review Process, supra note 11.
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FDA continues to monitor drugs after they are approved for sale to

the public.57
The FDA's testing structure was criticized beginning in the 1960s,
and intensified in the 1980s for falling behind other western nations in
drug approval time, the number of drugs on the market, and the cost
of research and approval.s Faced with increasing delays in approval
for the only drug that could potentially treat their disease, some
patient groups began demanding access to investigational drugs
before the traditional market approval stage.5 9 In 1979, however, the
Supreme Court in United States v. Rutherford held that the FDCA,

and the 1962 amendments specifically, required that no drugs be given
to patients without adequate safety and effectiveness testing.6 0 The
Court noted that in passing the 1938 bill, Congress sought to protect
terminally ill patients in particular, because they are the most susceptible to fraudulent medicine.6'
Terminally ill patients got some relief from the FDA in 1987,
when it created the Treatment IND.6 2 Sponsoring drug makers could
obtain approval of investigational drugs for certain patient groups if:
(1) the drug is intended to treat a "serious or immediately-life threatening disease"; (2) there is "no comparable or satisfactory alternative
drug"; (3) the drug is "under investigation in a controlled clinical
trial," or there are no trials ongoing; and (4) the sponsor is "actively
pursuing marketing approval" with "due diligence." 63 Under this
scheme, patients were categorized as having either serious or terminal
57 Drug Safety: An Update from FDA Before the Subcomm. On Health of the H. Comm. on
Energy & Commerce, 111th Cong. 6-10 (2010) (statement of Joshua M. Sharfstein, Principal
Deputy Comm'r, Food and Drug Administration), available at http://republicans.energycommerce.house.gov/Medialfile/Hearings/Health/031010-FDA/SharfsteinTestimony3.10.10.pdf.
58 Daniel Henninger, Drug Lag, Tin, CONCIsr ENCYCLOPDIA O1

EcoNoMICs, LImRARY

OF ECONOMICS ANI) LIBERTY, http://www.econlib.org/library/Encl/DrugLag.html;

Vale, supra

note 14, at 2148 (citing RIrA RICARDO CAMPBEiLL, DRUG LAG: FEDERAL. GOVIERNMENT DEcI

SION MAKING 16-17 (1976); Leonard G. Shifrin, Lessons from the Drug Lag: A Retrospective

Analysis of the 1962 Drug Regulations, 5 HARV. J.L. & Pun. Pon'y 91 (1982)).
59 Vale,supra note 14, at 2149 ("Terminally ill patients, frustrated with the steadily increasing waiting periods before new drugs became available, began claiming a constitutional right to
access experimental drugs.").
60 United States v. Rutherford, 442 U.S. 544, 551-53 (1979).
61 Id. at 552.

62 Investigational New Drug, Antibiotic, and Biological Drug Product Regulations; Treatment Use and Sale, 52 Fed. Reg. 19,466 (May 22, 1987) (originally codified at 21 C.F.R. Part

312).
63 21 C.F.R. §§ 312.305(a)(1), 312.320(a)(1)(i), 312.320(a)(2) (2011).
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diseases.' For the seriously ill, the Department of Health and Human
Services (HHS) Secretary could decide whether there was adequate
evidence of safety and effectiveness for the proposed use of the experimental drug.65 For the terminally ill, the FDA could deny approval
for the Treatment IND unless "available scientific evidence, taken as a
whole, provides a reasonable basis to conclude that the investigation
drug may be effective for the expanded access use and would not
expose patients to an unreasonable risk of illness or injury." 6 6
This increased access to investigational drugs drew both praise
and criticism. 67 Supporters believed that the Treatment IND would
provide many patients with their only hope of survival several years
before the drug would otherwise be available on the public market.68
The FDA, however, has insisted on limiting expanded access because
clinical trials, and thus scientific progress for the good of medical
advancement, could suffer an enrollment shortage if terminally ill
patients have other avenues of obtaining these drugs.69 In doing so,
the FDA compels these patients to participate in research where they
may be given a placebo.

6

Id. § 312.320(a)(3)(i)-(ii).

65 Id.

66 Id. § 312.320(a)(3)(ii).
67 Vale,supra note 14, at 2152 ("The 1987 regulations and their subsequent implementation
have been met with a full spectrum of reactions.").
68 Id. (citing Louis K. Perrin, Note, The Catch-22for Persons with AIDS: To Have or Not to
Have Easy Access to Experimental Therapies and Early Approval for New Drugs, 69 S. CAL. L.
RiEv. 105, 110-11 (1995)) (stating that supporters believed these drugs could arrive "up to five
years earlier").
69 See Vale, supra note 14, at 2152-53 (citing FDA Proposalsto Ease Restrictions on the Use
and Sale of Experimental Drugs: Hearing Before the Subcomm. on Human Resources and Intergovernmental Relations of the H. Comm. on Gov. Operations, 100th Cong. 71-72 (1987) (statement of Dr. Frank E. Young, Comm'r, U.S. Food & Drug Admin.)).
70 See Alice K. Marcee, Expanded Access to Phase II Clinical Trials in Oncology: A Step
Toward Increasing Scientific Validity and Compassion, 63 Foon & Dizuo L.J. 439, 454 (2008);
Vale, supra note 14, at 2152-53 (citing FDA Proposalsto Ease Restrictions on the Use and Sale of
Experimental Drugs: Hearing Before the Subcomm. on Human Resources and Intergovernmental
Relations of the H. Comm. on Gov. Operations, 100th Cong. 71-72 (1987) (statement of Dr.
Frank E. Young, Comm'r, U.S. Food & Drug Admin.)); Richard J. Nelson, Note & Comment,
Regulation of InvestigationalNew Drugs: "GiantStep for the Sick and Dying"?, 77 Go. L.J. 463,
484 (1988)).
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Continued Efforts to Provide Expanded Access

In 1997, Congress passed the FDAMA, 7 1 which created a new category of expanded access "to investigational products intended for
serious diseases." 72 Subsection (b), which applies to individual
patients, states that patients "acting through a physician . . . may

request from a manufacturer or distributor .. . an investigational drug
or investigational device," subject to certain conditions.73
Subsection (b)(1) requires an individual patient's doctor to determine that (1) the patient has exhausted treatment options, and (2) the
"probable risk to the person from the investigational drug or investigational device is not greater than the probable risk from the disease
or condition." 74 Subsections (b)(2) and (b)(3) set forth the determinations to be made by the HHS Secretary, who delegates this function to
the FDA Commissioner. Subsection (b)(2) states that the Secretary,
acting through the FDA, must determine "that there is sufficient evidence of safety and effectiveness" to support the requested use of the
drug.76 Subsection (b)(3) requires that the Secretary determine that
the requested use will not interfere with clinical testing for market
approval. 77 For treatment protocols, the FDAMA maintains the twotier test for serious and terminally ill patients.
Although the Supreme Court has never heard a case on
expanded access, the D.C. Circuit heard such a case in 2007." The
71 See Food and Drug Administration Modernization Act of 1997, Pub. L. No. 105-115, 1l1
Stat. 2296 (codified in scattered sections of 21 U.S.C.).
72 21 U.S.C. § 360bbb(b) (2010).
73 Id.

74 Id. § 360bbb(b)(1).
75 Id. § 360bbb(b)(2)-(3). See Foon AND) Diiua ADMIN., FDA STAw'IMANUAL Gumous
Vo.uM II: DELEGATIONS OF Au-ri-IOrry, POLICY AND PROCEDURES GOviERNING REGouLATORY AND ADMINISTRATIVE DELEGATIONS OF Aunlourry (DOAs) 2 (2011), available at http://
www.fda.gov/downloads/AboutFDA/ReportsManualsForms/StaffManualGuides/UCM243384.
pdf. FDCA speaks of the "Secretary" making these decisions, but based on the FDA's actions in
response to such statutes, the delegation of such powers to the FDA seems to be implied and
accepted. Id.
76 21 U.S.C. § 360bbb(b)(2) (2010).
77 Id. § 360bbb(b)(3).
78 Id. § 360bbb(c). See 74 Fed. Reg. 40,900, 40,913 (codified at 21 C.F.R. pts. 312 & 316);
21 C.F.R. § 312.320(a)(3)(i)-(ii) (2011) (explaining that treatment protocols, unlike individual
and intermediate patient population INDs, are evaluated using a lower evidentiary standard for
serious diseases, as compared to immediately life-threatening diseases).
79 Abigail Alliance for Better Access to Developmental Drugs v. von Eschenbach, 495 F.3d
695 (D.C. Cir. 2007) (en banc).
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Abigail Alliance for Better Access to Developmental Drugs (the Alliance) sought to enjoin the FDA from prohibiting the distribution of
drugs approved for Phase II testing to terminally ill patients who
exhausted all FDA-approved treatments and consulted their personal
physician.s0 The Alliance argued that terminally ill patients have a
due process right to these drugs, and therefore, the FDA's rulewhich denies access if there is insufficient evidence of the drug's effectiveness, or an unreasonable risk of injury-is unconstitutional." The
district court rejected the argument that patients have a constitutional
right to assume risks in seeking treatment options, holding that there
is "no constitutional right of access to unapproved drugs."82 A divided
panel of the appeals court reversed that decision, concluding that the
Due Process Clause protects the right articulated by the Alliance.8 3
The appeals court then vacated that decision and granted rehearing en
banc."'
In discerning whether due process protects access to drugs that
have not been approved for public sale, the court used the two-pronged Washington v. Glucksberg analysis for substantive due process.
The first inquiry is whether the asserted right is "deeply rooted in this
Nation's history and tradition and implicit in the concept of ordered
liberty, such that neither liberty nor justice would exist if [the right]
were sacrificed."86 The court assumed arguendo that the second
80 See id. at 700-01; Complaint at 1, Abigail Alliance for Better Access to Developmental
Drugs v. McClellan, 2003 WL 2378158 (D.D.C. July 28, 2003), affd en banc sub nom. Abigail
Alliance for Better Access to Developmental Drugs v. von Eschenbach, 495 F.3d 695 (D.C. Cir.
2007).
81 Abigail Alliance, 495 F.3d at 701.
82 Id. at 700-01 (quoting Abigail Alliance for Better Access to Development Drugs v.
McClellan, 03-1601, 2004 WL 3777340, at *1 (D.D.C. Aug. 30, 2004) ("The district court rejected
that argument, holding that 'there is no constitutional right of access to unapproved drugs.'"),
affd en banc, 495 F.3d 695 (D.C. Cir. 2007)).
83 Id. at 701 (quoting Abigail Alliance for Better Access to Developmental Drugs v. von
Eschenbach, 445 F.3d 470, 486 (D.C. Cir. 2006) (per curiam) ("A divided panel of this Court
reversed, concluding that 'where there are no alternative government-approved treatment
options, a terminally ill, mentally competent adult patient's informed access to potentially lifesaving investigational new drugs determined by the FDA after Phase I trials to be sufficiently
safe for expanded human trials warrants protection under the Due Process Clause."').
84 Id. at 701(citing Abigail Alliance for Better Access to Developmental Drugs v. von
Eschenbach, 469 F.3d 129, 132 (D.C. Cir. 2006)).
85 Id. at 702 (quoting Washington v. Glucksberg, 521 U.S. 702, 720 (1997) ("In Glucksberg,
the Supreme Court described its 'established method of substantive-due-process analysis' as having 'two primary features."').
86 Id. (quoting Glucksberg, 521 U.S. at 720-21).
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prong-whether the right in question is carefully described-was satisfied and focused on the first prong."
The court looked through the history of government efforts to
control the sale of drugs and concluded that the nation "has long
expressed interest in drug regulation, calibrating its response in terms
of the capabilities to determine the risks associated with both drug
safety and efficacy."88 The court also reasoned that the Alliance could
not overcome FDA regulations by pointing out that drugs succeeding
in Phase I testing have been approved as safe for terminally ill
patients.8 9 According to the court, Phase I approval does not mean
that a drug is safe enough for use outside of controlled and closely
monitored trials, where each participant is screened individually.90
The Alliance also argued that before 1962, market approval did not
require effectiveness, but the court concluded that inferring a constitutional right to be free from regulation simply from a lack of prior
regulation would "undermine much of the modern administrative
state."9 1
The Alliance also posited that several common law doctrines
show longstanding rights for people faced with life-threatening danger.9 2 First, it argued that the doctrine of necessity generally condones
illegal action when forces outside the actor's control make such action
87 Abigail Alliance for Better Access to Developmental Drugs v. von Eschenbach, 495 F.3d
695, 702 (D.C. Cir. 2007) (en banc) ("We will assume arguendo that the Alliance's description of
its asserted right would satisfy Glucksberg's 'careful description' requirement.").
88 Id. at 703.
89 Id. at 705-06 ("Nor can the Alliance override current FDA regulations simply by insisting that drugs which have completed Phase I testing are safe enough for terminally ill
patients. . . .The fact that a drug has emerged from Phase I with a determination that it is safe
for limited clinical testing in a controlled and closely-monitored environment after detailed scrutiny of each trial participant does not mean that a drug is safe for use beyond supervised trials.
FDA regulation of post-Phase I drugs is entirely consistent with our historical tradition of
prohibiting the sale of unsafe drugs.").
90 Id. at 706 ("The fact that a drug has emerged from Phase I with a determination that it is
safe for limited clinical testing in a controlled and closely-monitored environment after detailed
scrutiny of each trial participant does not mean that a drug is safe for use beyond supervised
trials.").
91 Id. at 707.

92 See En Banc Brief of Appellants at 32, Abigail Alliance for Better Access to Developmental Drugs v. von Eschenbach, 495 F.3d 695 (D.C. Cir. 2007) (en banc) (No. 04-5350) ("The
traditions of our country and the common law have always recognized that persons in mortal
peril have the right to save their own lives . . . [and] that commitment is reflected in several
traditional doctrines, including the defenses of self-defense and necessity, and the tort of interference with rescue.").
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the lesser of two evils.93 The court responded that in United States v.
Oakland Cannabis Buyer's Cooperative, the Supreme Court clearly
held that the defense of necessity cannot triumph over the legislature's determination of values.94
Second, the Alliance pointed out that the doctrine of self-defense
allows those threatened with deadly force to defend themselves in
ways that might result in their own death.95 Consequently, the Alliance argued, terminally ill patients should enjoy the same level of discretion when choosing treatments. 96 The court denied the self-defense
argument, reasoning that this case was not about the use of reasonable
force-the foundation for self-defense claims-because the decision
to take unapproved and potentially unsafe drugs "cannot fairly be
characterized as using reasonable force."9 7 In concluding its ruling on
the issue of due process, the court noted Rutherford and Gonzales v.
Raich as Supreme Court precedent upholding the FDCA against statutory challenges that drugs should be made available in advance of
their approval.9 8
Having decided that the claimed right was not fundamental, the
court applied the rational basis test. 99 The court concluded that the
government has a rational basis for confirming that there is a scientifically and medically adequate "level of knowledge about the risks and
benefits of [a drug distributed outside of controlled studies]," and held
that the state has a legitimate interest in protecting patients from
93 Abigail Alliance for Better Access to Developmental Drugs v. von Eschenbach, 495 F.3d
695, 707-08 (D.C. Cir. 2007) (en banc) (quoting United States v. Oakland Cannabis Buyers'
Coop., 532 U.S. 483, 490 (2001)).
94 Id. at 710 (quoting Oakland Cannabis, 532 U.S. at 494) (explaining that under the
Supreme Court's holding that "'[u]nder any conception of legal necessity, one principle is clear:
The defense cannot succeed when the legislature itself has made a determination of values,' . . .
the learning of Oakland is clear. Congress may limit or even eliminate a necessity defense that
might otherwise be available.").
95 Id. at 709 (quoting En Banc Brief of Appellants, supra note 92 at 35-36) ("The Alliance
argues that self-defense permits victims to assume two types of risk: (1) the risk that the victim
will kill the attacker; and (2) the risk that '[f]ighting back may dramatically increase the ...
harm' to the victim. So, the argument goes, if victims of crimes are allowed to assume these risks
in defending their lives, terminally ill patients should also be allowed to assume the risk that an
experimental drug may hasten their deaths.").
96 See En Banc Brief of Appellants, supra note 92 at 38.
97 Abigail Alliance, 495 F.3d at 710.
98 Id. (citing Gonzales v. Raich, 545 U.S. 1 (2005); United States v. Rutherford, 442 U.S.
544, 552 (1979)).
99 Id. at 712.

CIVIL

402

RIGHTs LAw JOURNAL

[Vol. 22:3

potentially unsafe and ineffective drugs.100 The court also noted that
the particular balance between the risks and benefits of medical technology must be deferred to Congress."0 '
C.

New FDA Regulation Alters the Process for Requesting and
Granting Expanded Access

In 2009, the FDA added Subpart I to 21 C.F.R. § 312 on
expanded access to investigational drugs.1 0 2 Subpart I establishes
three categories of expanded access: individual patients, intermediatesized patient groups, and general access, also known as a treatment
protocol.' 03 Section 312.305, on "[r]equirements for all expanded
access uses," states in subsection (a) that the FDA must determine
that: (1) "the patient or patients to be treated have a serious or immediately life-threatening disease or condition, and there is no comparable or satisfactory alternative therapy to diagnose, monitor, or treat
the disease or condition;" (2) "[t]he potential patient benefit justifies
the potential risks of the treatment use and those potential risks are
not unreasonable in the context of the disease or condition to be
treated;" and (3) "[p]roviding the investigational drug for the
requested use will not interfere with the initiation, conduct, or completion of clinical investigations that could support marketing
approval of the expanded access use or otherwise compromise the
potential development of the expanded access use." 0" In § 312.310 on
"[i]ndividual patients," the FDA requires that, in addition to meeting
the criteria from § 312.305, "[tlhe physician must determine that the
probable risk to the person from the investigational drug is not greater
than the probable risk from the disease or condition."'
The FDA intended the new regulation to clarify existing procedure, create new categories of expanded access, and "improve access
to investigational drugs for patients with serious or immediately lifethreatening diseases or conditions who lack other therapeutic options
100 Id. at 713.
101 Id.

102 See Expanded Access to Investigational Drugs for Treatment Use, 74 Fed. Reg. 40,900,
40,901 (Aug. 13, 2009) (to be codified at 21 C.F.R. pts. 312 & 316).
103 Id.

§ 312.305(a)(1)-( 3 ) (2011).
105 Id. § 312.310(a)(1). The FDA must also "determine that the patient cannot obtain the
drug under another IND or protocol." Id. § 312.310(a)(2).
104 21 C.F.R.
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and who may benefit from such therapies."10 6 In doing so, the FDA
sought to "appropriately authoriz[e] access to promising drugs . . .
while protecting patient safety and avoiding interference with the
development of investigational drugs for marketing under approved
applications."1 07 In contrast, § 360bbb of the FDAMA only provides
for individual and treatment protocols. 0 s
The FDA included other elements to help balance the competing
interests related to expanded access."0 9 In a different rule published in
the Federal Register on the same day, the FDA amended the regulation to allow drug sponsors to recover the cost of expanded access to
investigational drugs.o10 Specifically, sponsors can "recover only the
direct costs of making its investigational drug available," which are
limited to the costs of manufacturing and shipping the drugs and monitoring a treatment protocol." This information must be accompanied by proper documentation and a certification by an independent
certified public accountant.' 12
In what seems to be a further attempt to balance the interests of
patients, physicians, and the FDA's ongoing mission of evaluating
experimental drugs, the FDA also required that doctors overseeing
patients taking investigational drugs outside of clinical trials report
106 Expanded Access to Investigational Drugs for Treatment Use, 74 Fed. Reg. 40,900
(Aug. 13, 2009) (to be codified at 21 C.F.R. pts. 312 & 316).
t07 Id. at 40,900-01.
108 Id. at 40,940; see 21 U.S.C. § 360bbb(b)-(c) (2010). Subsection (b) describes individual
INDs, and (c) describes treatment protocols, but there is no mention of intermediate patient
population INDs. 21 U.S.C. § 360bbb(b)-(c) (2010).
109 The FDA's statements throughout the regulation, and its responses to specific comments, focus on its goal of balancing the interests of patients, drug makers, and other stakeholders. 74 Fed. Reg. at 40,900-01. The FDA touts its rule by saying that "[m]any healthcare and
consumer advocacy organizations commented that they believe the rule strikes the appropriate
balance between increased access and patient safety without impeding enrollment in clinical
trials or otherwise jeopardizing the development of new drugs for marketing approval," which
echoes its own statement from 71 Fed. Reg. at 75,147 that "the agency has tried to strike the
appropriate balance between authorizing access to promising drugs for treatment . . . and ensuring the integrity of the drug approval process." Id.; Expanded Access to Investigational Drugs
for Treatment Use, 71 Fed. Reg. 75,174 (Dec. 14, 2006) (to be codified at 21 C.F.R. § 312). "[B]y
establishing clear eligibility criteria and submission requirements, the final rule will ease administrative burdens on physicians seeking investigational drugs for their patients and on sponsors
who are willing to make promising unapproved therapies available for treatment use." 74 Fed.
Reg. at 40,900-01.
110 Charging for Investigational Drugs Under an Investigational New Drug Application, 74
Fed. Reg. 40,872 (Aug. 13, 2009) (to be codified at 21 C.F.R. pt. 312).
11 See 21 C.F.R. § 312.8(d)(1)-(2) (2011).
112 Id. at § 312.8(d)(3).
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outcomes to the FDA.113 Beyond ensuring that each instance of
expanded access does not interfere with clinical testing of the
requested drug, this measure seems to help expanded access to contribute to the FDA's evaluation of a drug, and further ensures
accountability from investigators.
Advocates for seriously ill patients argue that after safety testing
had been completed and the drug has been given to people with the
target illness, the FDA should not limit the number of people the drug
can potentially help.114 This rationale applies specifically to patients
who have exhausted all possible treatments, or where there is no
approved treatment."' Although some clinical trials struggle to find
adequate numbers of patients, the opposite problem is also common,
with many patients being denied entry into these trials.1 6 Advocates
point out that these people, the very patients for whom the drug is
being developed, do not have time to wait while drugs undergo years
of testing.1 7 Despite their willingness to bear the same risks as those
accepted into the trial, such patients might languish and die while a
drug, later found to be successful, is extensively tested on other
patients.11 8

113 21 C.F.R. § 312.310(c)(2) (2011); 74 Fed. Reg. 40,919 (The FDA explains that "the physician, in his or her capacity as a sponsor, is required to report adverse events to FDA and other
investigators," and that "the IND obligations imposed on licensed physicians by this final rule
would not be significantly more burdensome than the recordkeeping and patient evaluation
required in the course of routine clinical care of a patient"); see supra text accompanying note
105.
114 Citizen Petition of the Abigail Alliance & Wash. Legal Found. to the Food & Drug
Admin., In re Tier 1 Initial Approval Program To Expedite the Availability of Lifesaving Drugs
(June 11, 2003), available at http:// www.abigail-alliance.org/WLFFDA.pdf.
115 Id.
116 See Gina Kolata, Lack of Study Volunteers Hobbles Cancer Fight, N.Y. TIMEs, Aug. 3,

2009, at Al, available at http://www.nytimes.com/2009/08/03/health/research/03trials.html?_r=2&
scp=10&sq=cancer&st=cse; Clinical Trial Facts and Figures, CTR. FOR INFO. & STUDY ON
CLINICAL RESEARCII PARTICIPATION, http://www.ciscrp.org/professional/facts-pat.html (last visited May 10, 2012) (citing KENNEni GErZ, THIE Givr oF PARTICIPATION, 40 (2008)) ("Less than
1/3 of people who come in for a screening end up completing a clinical trial. Some participants
never pass the eligibility criteria. Others drop out .. . or get too busy. You have the right to quit
a trial at any time, for any reason-or no reason at all.").
117 See Austin Winniford, Note, Expanded Access to Investigational Drugs for Treatment
Use: A Policy Analysis and Legislative Proposal,19 HEALTH MATRIx 205, 206-07 (2009).
11 See En Banc Brief of Appellants, supra note 92 at 19-20.
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LEGISLATION AND CASE LAw DENY THE

FDA DISCRETION
§ 312.305

OVER THE RISK BALANCING ASSERTED IN

The FDA has overstepped its authority through the language of
§ 312.305(a)(2), based on Congress's limited delegation of power in
the FDAMA's § 360bbb. The plain language of the statute intended
only for the FDA to play its traditional role of reviewing clinical data
to inform physician prescription practices.1 19 Section 360bb does not
refer to individual patient analysis-only an inquiry into whether
"there is sufficient evidence of safety and effectiveness."' 20 The FDA,
however, has carved out far greater discretion for itself by interposing
itself between patients and their doctors. 2 ' The 2009 FDA rule
assumes that the HHS Secretary has the authority to assess potential
"patient benefit" versus the potential risks of the treatment, and
determine whether the risks are "unreasonable." 12 2 Without firsthand knowledge of a patient's condition, which only the doctor has,
the FDA is unable to accurately assess a patient's potential benefit,
even if the FDA might have a better understanding of a drug's potential risks. Even assuming, however, that the FDA could gain knowledge of potential patient benefit, the agency should not endeavor to
review doctors' decisions of whether a certain expected benefit justifies a given level of risk for individual, unique patients. Such balancing should be reserved for the doctor, as established by Congress.123
The FDA's role was rightly defined by Congress as reviewing the
clinical information, to determine safety and effectiveness,1 24 that will
then provide an information foundation for physician's treatment
decisions, rather than actually reviewing these physician decisions. In
fact, the language of Abigail Alliance characterizes the government's
interest as ensuring a scientifically and medically adequate "level of
knowledge about the risks and benefits of the drug"-a broad, population-based standard, rather than a single-patient standard.125 In Abigail Alliance, the plaintiffs asked for permission to access unapproved
119 See 21 U.S.C. § 360bbb(b)(2) (2010).
120 Id.

121 21 C.F.R. § 312.305(b)(2) (2011).
122 Id § 312.305(a)(2).
123 See 21 U.S.C. § 360bbb(b)(1) (2010).
124 See id. § 360bbb(b)(2).
125 Abigail Alliance for Better Access to Developmental Drugs v. von Eschenbach, 495
F.3d 695, 713 (D.C. Cir. 2007) (en banc).
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drugs.126 However, after Congress granted access to patients whose
doctor believes the risks from the drug do not outweigh the risks from
the illness, subject to FDA certification that the evidence used by the
physician is sufficient, the FDA created an additional level of review
by requiring a government decision that the "potential patient benefit
justifies the potential risks of the treatment use and those potential
risks are not unreasonable in the context of the disease or condition to
be treated."l 27 According to the FDA's final statement on the rule,
physicians, in making their determination, can consider successful
Phase I trials, evidence "suggesting possible effectiveness," or preclinical data when relevant clinical experience is lacking. 128 Thus, the
issue here is whether the actual access created by the FDA satisfies
the statutory right created by Congress. Rutherford's simple holding
that all drugs must be fully approved before being prescribed to
patients is no longer dispositive because it involved an earlier federal
regulatory scheme lacking any expanded access provision. 129 Given
this gray area of access to investigational drugs, patients deserve an
earnest inquiry into whether the relevant laws function as intended.
The following sections explain why the regulation in question is a
violation of U.S. law. Section A discusses and applies the Chevron
doctrine and the rules for agencies promulgating regulations pursuant
to unambiguous statutes, to show that the FDA misinterpreted
§ 360bbb when it issued § 312.305(a)(2). 30 Section A also argues that
the authority and discretion claimed by the FDA in § 312.305(b)(2) is
contrary to previous Congressional and judicial statements about the
scope of the FDA's authority and how that scope is defined. 3' Section B explains how this regulation violates patients' due process right
to consult exclusively with their physicians concerning drugs that have
been approved for a similar patient population. 3 2 Finally, Section C
argues that expanded access law already provides adequate protection
for patients and oversight of the information relied upon by doctors in
126 Id. at 699.

127 21 U.S.C. § 360bbb(b)(1)-(2) (2010).
128 Expanded Access to Investigational Drugs for Treatment Use, 74 Fed. Reg. 40,900,
40,912 (Aug. 13, 2009) (to be codified at 21 C.F.R. pts. 312 & 316); 21 C.F.R. H§ 312.305(a)(2),
312.310(a)(1) (2011).
129 See United States v. Rutherford, 442 U.S. 544, 553 (1979).
130 See infra Part II.A.
131 See infra Part II.A.
132 See infra Part II.B.
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counseling patients, as to preclude the need for authority reserved by
the FDA in § 312.305(b)(2).
A.

Supreme Court Precedent Shows § 312.305(a) (2) Is a Violation
of Administrative Authority

Two major Supreme Court cases provide foundation for this
Comment's argument that the FDA overstepped its delegated responsibilities in 2009. Subsection 1 explains Chevron, US.A., Inc. v. Natural Resources Defense Council, Inc. and uses its holding to argue
against § 312.305(a)(2). Subsection 2 explains how FDA v. Brown &
Williamson Tobacco Corporationalso provides precedent for finding
that the 2009 rule was outside the scope of the FDAMA and its precursor legislation.
1. The Expanded Access Statute is Not Ambiguous About the
FDA's Role
Chevron, U.S.A., Inc. v. Natural Resources Defense Council, Inc.
provides the Supreme Court's approach for determining whether
administrative policy is a valid exercise of congressionally delegated
authority.134 The case focused on whether a certain EPA rule could
define a "stationary source" of pollution as all the pollution-emitting
devices located in a single industrial grouping.135 Chevron sets forth
two fundamental questions for deciding such issues: "whether Congress has directly spoken to the precise question at issue"; and if not,
whether the agency policy in question is "based on permissible construction of the statute."1 36 Justice Stevens, writing for the majority,
held that Congress intended to balance the "economic interest in permitting capital improvements" with the "environmental interest in
improving air quality."13 7 However, he writes, Congress did not seek
to apply this balance at the level of specificity presented in this case.13 8
Stevens-after finding that the definition was indeed left to the EPA
for determination-reasoned that the EPA's "detailed and reasoned"
interpretation, which balanced the competing interests contemplated
133 See infra Part II.C.
134 Chevron, U.S.A., Inc. v. Natural Res. Def. Council, Inc., 467 U.S. 837, 864-65 (1984).
135 Id. at 840.

136 Id. at 842-43.
137 Id. at 851.
138 Id. at 865.
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by Congress, was entitled to deference.139 Stevens stressed that courts
lack the agency's expertise in discerning the meaning of an intentionally ambiguous or open-ended legislative delegation. 140
Under Chevron, the inclusion of § 312.305(a)(2) represents an
unauthorized exercise of FDA authority. Assigning the risk-balancing
determination to itself in all requests for expanded access contradicts
Congress's intent to have an individual's physician alone make this
determination.141 In § 360bbb(1)-(3) Congress sets out determinations
to be made by either the requesting patient's physician or by the
FDA. 142 Section 360bbb(b)(1) seems to contemplate doctors evaluating factors that are unique to each patient, with the FDA serving only
to ensure there is sufficient evidence underlying these decisions.143
The FDA's position is that § 360bbb(b)(2) grants this exact same
responsibility to the FDA, such that taking away this responsibility
would render this Section completely ineffectual." Congress, however, clearly used different language to describe the different duties of
physicians and the FDA. 145 Rather than creating the same requirement of two different entities, Congress created two complementary
requirements to best protect patient interests. 4 6
139 Id. at 865.
140 Chevron, U.S.A., Inc. v. Natural Res. Def. Council, Inc., 467 U.S. 837, 865 (1984).
141 See Expanded Access to Investigational Drugs for Treatment Use, 74 Fed. Reg. 40,910
(Aug. 13, 2009) (to be codified in 21 C.F.R. pts. 312 & 316) (criticizing the FDA for expanding
their discretion into an area meant only for physicians).
142 21 U.S.C. § 360bbb(b)(1)-(3) (2010).
143 See id; 74 Fed. Reg. at 40,900, 40,910. Two Comments in response to the Proposed
Rule, which are collectively referred to as Comments 26, criticize § 312.310(a)( 2 ) on the grounds
that such risk-balancing decisions should only be made by physicians. 74 Fed. Reg. at 40,910.
The FDA added that the second Comment "recognized that [section 360bbb(b)(2)] of the act
requires the [HHS] Secretary to determine that there is sufficient evidence of safety and effectiveness to support the use of the investigational drug in an individual patient. However, the
comment stated that this provision does not empower the FDA to make a risk determination."
Id. The FDA responded that such an interpretation would effectively "read out of existence"
§ 360bbb(b)(2) because the statute clearly orders the HHS Secretary to make a determination
regarding safety and efficacy. Id. at 40,911. This Comment, however, contended that the role
prescribed for the HHS Secretary, or the FDA, by this statute is of a different nature than
§ 312.305(b)(2), in which the FDA reserves for itself the determination of whether "[t]he potential patient benefit justifies the potential risks of the treatment use and those potential risks are
not unreasonable in the context of the disease or condition to be treated" over individual
patients as well as other patient groups. See supra Part II.
1 74 Fed. Reg. at 40,900, 40,910-40,911.
145 21 U.S.C. § 360bbb(b)(1)-(2) (2010).
146 Id.
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Although physicians presumably perform evaluations similar to
those performed by the FDA when evaluating clinical data on a drug,
the FDA does not evaluate the peculiarities of the individual patient
because its agents or officials never actually examine the individual
patient in person.'4 7 In this way, the FDA's access to the patient is
analogous to an appellate court, which must give certain discretion to
the trial court, which is able to evaluate 'demeanor' evidence unavailable to appellate courts that only have access to the trial record.
Under § 360bbb, the physician's primary task is to apply his close
knowledge of the patient's illness to the risk profile of the drug to
determine whether treatment is appropriate."'s This Comment posits
the constructionist argument that if Congress had intended to require
that the FDA make this same determination, they would have used
the same language in § 360bbb(b)(2) as in (b)(1).149 As a matter of
statutory construction, sequential provisions that use wholly different
language can logically be assumed to have different meanings, and
these provisions can be evaluated by their plain language, viewed in
light of each party's traditional role. Congress's language in
§ 360bbb(b)(2) suggests that the FDA must limit its review to determining whether the doctor's conclusions are based on "sufficient" evidence, rather than the more subjective inquiry assigned to the
doctor.s 0
Even assuming that Congress used different language to assign
the same task to both the FDA and physicians, the explanation of the
FDA's role is unique. The § 360bbb(b)(2) task of reviewing safety
and efficacy of the drugs requested for individual access is the essence
of the FDA's function."' It is more logical to assume that Congress
intended for the FDA to utilize its resources to verify objective facts
behind a doctor's normative risk-benefit judgment based on peculiar
patient factors, than to assume that Congress expects the FDA to
147 See 21 C.F.R. § 312.305(b)(2) (2011); Expanded Access to Investigation Drugs for
Treatment Use, 74 Fed. Reg. 40,910 (Aug. 13, 2009) (to be codified at 21 U.S.C. pts 312 & 316).
While it is difficult to show the negative fact of what the FDA does not have access to, all the
language from the regulation itself and the Federal Register speaks to the FDA as a reviewer of
documentation gathered by physicians or researchers. The patient's personal physicians gather
information on the patient's condition, and the FDA is simply 'reviewing the record,' similar to
an appellate court.
148 21 U.S.C. § 360bbb(b)(1) (2010).
149 See id. § 360bbb(b)(1)-(2).
150 See id. § 360bbb(b)(2).
151 See id.
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make a competing evaluation of a patient's values and preferences. In
the words of the Chevron majority, Congress "has directly spoken to
the precise question at issue"l 5 2 regarding who is to evaluate competing risks for patients seeking individual access. Thus, Congress
expressly defined the role of doctors and the agency in the expanded
access approval process, leaving no room for administrative interpretation or deference, and the FDA failed to promulgate a rule consistent with these definitions.
Supporters of the FDA's interpretation might argue that when
creating this new level of expanded access for individual patients,
Congress must have contemplated FDA review of individual cases.
The FDA would likely contend that any lesser role would prevent the
agency from protecting irrational patients and their overzealous doctors from making dangerous treatment decisions.1' However, the
construction of the statute creates a unique responsibility for the doctor to perform a personalized risk assessment, compared to the laboratory-based determination of the FDA.154 Given the sensitive nature
of providing potentially dangerous drugs to terminally ill patients on
an individual basis, Congress delegated a unique role to the doctor,
while the FDA is left to perform evaluations more characteristic of its
role as an evaluator of third party research.' 5 If Congress intended to
leave the FDA room to create a role for itself, it would have used less
definitive language and created less distinct roles for doctors and the
agency.156
2. The FDA's Interpretation of § 360bbb Is a Violation of the
Powers Delegated to It by Congress
The Supreme Court in 2000 ruled that the FDA misinterpreted
the FDCA by promulgating regulations that Congress had precluded
Chevron, U.S.A., Inc. v. Natural Res. Def. Council, Inc., 467 U.S. 837, 842 (1984).
Expanded Access to Investigational Drugs for Treatment Use, 74 Fed. Reg. 40,911
(Aug. 13, 2009) (to be codified at 21 C.F.R. pts. 312 and 316) (FDA defending its position on
§ 312.305(b)(2) by saying that § 360bbb(b)(2) "clearly contemplates a determination by FDA
regarding safety and effectiveness, and the agency cannot choose to ignore that responsibility").
154 21 U.S.C. § 360bbb(b)(1)-(2) (2010).
155 See James O'Reilly, Jurisdictionto Decide an Agency's Jurisdiction:The Forgotten Tale
of the Hynson Quartet, 58 ADMIN. L. REV. 829, 831 (2006) (describing the traditional function of
the FDA as a gatekeeper of drug safety and efficacy).
156 See generally 21 U.S.C. § 360bbb (2010).
152
153
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from the agency's jurisdiction.'5 7 In FDA v. Brown & Williamson
Tobacco Corporation, plaintiff tobacco companies challenged a new
FDA regulation asserting control over the sale, distribution and
advertisement of tobacco products.' 8 The Supreme Court explained
that the FDCA was not intended to grant the FDA jurisdiction over
these products."' The court also examined the practical implications
of the FDA exercising this jurisdiction to discern whether the effect
was compatible with the FDCA.16 0
Likewise, this author is unaware of any legislation which explicitly gives the FDA authority to examine treatment options for individual patients.16' The FDA's jurisdiction over pharmaceutical products
has focused on reviewing studies to evaluate whether products meet
statistical standards for safety and effectiveness.162 In addition, the
FDA exercises strict oversight over the labeling of such products.163
There are no drug regulation statutes that assign the FDA to monitor
individual patients to weigh treatment options. Rather, the FDA provides data upon which physicians can base their treatment decisions."
Labeling requirements for approved drugs prohibit drug makers from
promoting drugs for unapproved uses, but physicians are free to prescribe approved drugs for unapproved, or "off-label" uses.165 FDA
157 FDA v. Brown & Williamson Tobacco Corp., 529 U.S. 120, 159-61 (2000).
158 Id. at 126-29.
159 Id. at 132-33.
160 Id. at 133-43.

161 See, e.g., THE CDER HANDBOOK, supra note 53 at 7 ("The new drug application
(NDA) is the vehicle through which drug sponsors formally propose that the FDA approve a
new pharmaceutical for sale in the United States. To obtain this authorization, a drug manufacturer submits in an NDA nonclinical (animal) and clinical (human) test data and analyses, drug
information, and descriptions of manufacturingprocedures.") (emphasis added). The FDA does
not conduct nor observe any clinical-human-tests. It merely looks over the data procured
from such tests, which are conducted by researchers working for the sponsors-drug makersthemselves.
162 See generally 21 U.S.C. § 355(b) (2010).
163 See generally id.
164 See 100 AM. JUR. 31), Proof of Facts § 1 (2002); PostmarketDrug Safety Information for
Patientsand Providers,U.S. Foon & DRUG ADMIN., http://www.fda.gov/Drugs/DrugSafety/Post
marketDrugSafetyInformationforPatientsandProviders/default.htm (last updated Mar. 12, 2012).
165 Promotion of Unapproved Drugs and Medical Devices: Hearing Before the S. Comm. on
Labor and Human Resources, 104th Cong. (1996) (statement of William B. Schultz, Deputy for
Policy, FDA), available at htp://www.fda.gov/NewsEvents/Testimony/ucml15098.htm.
[The FDA] recognizes that, in certain circumstances, off label uses of approved products
are appropriate, rational, and accepted medical practice. FDA knows that there are
important off label uses of approved drugs. In this context, it is important that physicians
have access to accurate information about drugs . . . Although the FDC Act does not
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post-market approval monitoring might deal with individual patients
experiencing adverse events; 166 however, the agency's involvement
with such patients is limited to retrospective reporting of adverse
events,167 and that information is used to inform labeling decisions, to
restrict use of a drug, or to communicate new safety information to
the public.168 In contrast, the regulation at issue introduces a new
level of FDA investigation by having the agency make prospective
treatment decisions on an individual-patient basis.169 There is little
reason to conclude that Congress would grant the FDA the level of
discretion included in § 312.305(a)(2) over individual patients, especially when the following subsection of the enabling statute assigns
this role to the personal physicians, who have traditionally served this
role, with no shortage of liability for any oversights.170
This Comment further contends that the implications of FDA discretion over individual treatment decisions are problematic. For
example, would the FDA be liable in malpractice suits similar to those
against public insurance entities in recent years?"' FDA scientists
would be performing the same role as physicians and would have the
ability to deny physicians' medical judgments-an action that is illegal
for anyone who employs a doctor.172 Congress's explanation of how
the FDA's role differs from that of physicians implies an understanding that it would be impractical to assign either party the traditional
authorize FDA to regulate the practice of medicine, it specifically directs FDA to regulate
the promotion of drugs and devices....
Id
166 Adverse Event Reporting System, U.S. Foo) & DRua ADMIN., http://www.fda.gov/
Drugs/GuidanceComplianceRegulatorylnformation/Surveillance/AdverseDrugEffects/default.
htm (last updated Mar. 27, 2012).
167 See Postmarket Requirements and Commitments: Introduction, U.S. Foon & DRUG
ADMIN., http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryinformation/Post-marketing
PhaselVCommitments/default.htm (last updated Feb. 8, 2012).
168 Id.

169 See 21 C.F.R. § 312.305(a).
170 See FDA v. Brown & Williamson Tob. Corp., 529 U.S. 120, 126, (2000) (reasoning that
Congress should not be assumed to assign the FDA a responsibility that runs counter to its
previously delegated powers and responsibilities).
171 See, e.g., Wickline v. State, 239 Cal. Rptr. 810, 811 (Ct. App. 1986) (patient sued state
Medicaid plan for rescinding her eligibility, which caused her to be discharged from the hospital
early and necessitated the amputation of her leg).
172 See, e.g., Muse v. Charter Hosp., 452 S.E.2d 589, 594 (N.C. Ct. App. 1995) (upholding a
trial court ruling, which imposed a duty on organizations employing physicians to refrain from
interfering with physician's medical judgments).
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role of the other. 7 3 The FDA's risk-balancing discretion over individual treatment requests must be construed as merely a check on the
physician determination. When Congress articulated the test for individual patients, it meant only that the FDA should apply this macroanalysis to ensure individual patients are making informed decisions.174 For all of the agency's discussion of balancing interests, it
does not put forth a statutorily cogent explanation of how Congress
gave individual patients any less of a right to drugs that their doctors
deem a viable last resort."'
B.

The FDA's Claimed Authority to Balance an Individual
Patient's Risks Violates a Patient's Constitutional Rights

The FDA's 2009 rule on individual access to experimental therapies should be reconsidered based on both the Abigail Alliance holding and the traditional, and in some cases legally mandated, respect
for a doctor's medical judgment. Subsection 1 discusses how Abigail
Alliance informs this argument, and Subsection 2 analyzes the practicality of specialization by both the FDA and individual doctors.
1. Abigail Alliance Suggests Limiting the FDA's Discretion
Over Individual Patients
The plaintiffs in Abigail Alliance sought far greater access to
investigational drugs than would be allowed under the current
expanded access regime, regardless of how § 312.305(a)(2) functions." 6 This Comment's inquiry differs from Abigail Alliance
because in that case patients sought drugs contrary to the FDA's
determination of safety and effectiveness," whereas this Comment
argues that the FDA's discretion must be limited, but not eliminated.
If the argument for limiting FDA discretion were to face the same
two-pronged Glucksberg test, it could satisfy the second prongwhether the right in question is carefully described-by claiming a
§ 360bbb (2010).
174 See generally id.
175 See 21 C.F.R. §§ 312.305-320 (2011); see also Expanded Access to Investigational Drugs
for Treatment Use, 74 Fed. Reg. 40,900 (Aug. 13, 2009) (to be codified at 21 C.F.R. pts. 312 &
316).
176 See Abigail Alliance for Better Access to Developmental Drugs v. von Eschenbach, 495
F.3d 695, 697 (D.C. Cir. 2007) (en banc).
173 See generally 21 U.S.C.

177 Id.
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right for patients to consult exclusively with their doctor in deciding
whether to take a drug ruled adequately safe and effective for a broad
group of patients."' In addressing the first prong, an examination of
American tradition and history shows that this right is consistent with
the "concept of ordered liberty."' 7 9
From its inception, the FDA has served as a central testing
agency, evaluating the performance of drugs in small to large trials in
deciding whether to grant market approval.s 0 On the other hand, a
patient's right to make decisions regarding his own medical care,
based on his own interests and values is "an important way in which
society respects persons as individu*als."'s' U.S. jurisprudence has protected a patient's right to receive legal medical treatments selected
after careful contemplation of relevant risk and benefit information. 182
No statute or regulation has ever contemplated a situation where the
FDA, a scientific entity, would be able to make a parallel yet binding
decision on personal medical choices.'
In Doe v. Bolton, the U.S. Supreme Court ruled that a Georgia
state law was unconstitutional for limiting the ability of a pregnant
woman to have an abortion that had been approved by her personal
physician.'" Despite an implication that the doctor might not act in
the patient's best interest, the Court stressed the need to allow a physician "the room he needs to make his best medical judgment"
because this "room ... operates for the benefit, not the disadvantage"
178 See Washington v. Glucksberg, 521 U.S.702, 721 (1997) (citing Reno v. Flores, 507 U.S.
292, 302 (1993)). This proposed right would likely satisfy the "careful description" test, which
requires the Supreme Court to "exercise the utmost care whenever [the Court is] asked to break
new ground" in the field of fundamental rights, because the right is narrowly focused on protecting an established right in the modern context of a complex drug approval process. See id.
179 Id. at 721 (quoting Palko v. Connecticut, 302 U.S. 319, 325 (1937)).
180 See About FDA: History, U.S. Fooo & DRUG ADMIN., http://www.fda.gov/AboutFDAl

WhatWeDolHistory/default.htm (last updated July 29, 2010) ("Although it was not known by its
present name until 1930, FDA's modern regulatory functions began with the passage of the 1906
Pure Food and Drugs Act."); see also Michelle Meadows, Promoting Safety and Effective Drugs
for 100 Years, FDA CONSUMER MAGAZINE (1996), available at http://www.fda.gov/AboutFDA/
WhatweDo/History/ProductRegulation/PromotingSafeandEffectiveDrugsfor1 O0Years/default.
htm.
181 Conservatorship of Drabick, 245 Cal. Rptr. 840, 854-55 (Ct. App. 1988) (citing line of
cases expounding this principle, which applies even to patients physically unaware of or unable
to make the decision); see also Roe v. Wade, 410 U.S. 113, 154 (1973).
182 See Doe v. Bolton, 410 U.S. 179, 197-99 (1973).
183 See supra note 165 (explaining that the FDA does not have the statutory power to regulate the practice of medicine).
184 Doe v. Bolton, 410 U.S. 179, 197-98 (1973).
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of the patient.185 As Bolton reasoned, patients have a fundamental
interest in letting doctors make such determinations without state
interferencel 8 6-and in this case, state interference would be requiring
that patients meet a higher standard for drug access than that articulated by § 360bbb. 1w The treatments recommended by doctors must
be legal, but the risk-balancing at the heart of this recommendation is
protected against second-guessing by a central scientific body.
The FDA's system for drug regulation constrains a doctor's ability to make decisions for patient care; however, this Comment contends that this system inevitably encroaches on a patient's individual
decisions to use a drug prescribed by their doctor. 8 8 The principle of
informed consent shows that the doctor-patient relationship has been
protected and revered by American law, and that "it is the prerogative
of the patient, not the physician, to determine for himself the direction
in which his interests seem to lie."189 Informed consent is founded on
a belief that a doctor possesses a unique understanding of the patient's
condition, symptoms, and prognosis, and that each patient acts as an
autonomous, unique decision maker. 90 The FDA would violate the
fundamental patient autonomy represented by the doctrine of
informed consent if it encroached on the physician's domain of
inspecting broad clinical data to discern whether potential risks justify
potential benefits for individual patients.
The D.C. Circuit's opinion in Abigail Alliance provides important
principles for analyzing the foundations of the FDA power in relation
to that of patients.191 Congress, in § 360bbb, sets forth grounds on
which patients are entitled to drugs that have not been approved for
commercial distribution, and the FDA, in § 312.34(a), allows access to
185 Id. at 192.
186 See id.
187 See 21 C.F.R.

§ 312.305(a)(2) (2011).
188 See supra note 165.
189 Canterbury v. Spence, 464 F.2d 772, 781 (D.C. Cir. 1972) (articulating a standard for
informational divulgence from doctors to patients in obtaining consent, and implying that an
informed patient becomes an autonomous decision maker).
190 BARRY R. FURROW ET AL., HiEAii I LAW HORNBOOK SERIES 269 (West Publishing Co.
ed., 6th ed. 2008) ("Only physicians can accurately evaluate the psychological and other impact
that risk would have on particular patients."); Canterbury, 464 F.2d at 780 (citing Schloendorff v.
Soc'y of N.Y. Hosp., 105 N.E. 92, 93 (N.Y. 1914)) (noting that the root premise behind informed
consent is the concept, fundamental in American jurisprudence, that "[e]very human being of
adult years and sound mind has a right to determine what shall be done with his own body").
191 See Abigail Alliance for Better Access to Developmental Drugs v. von Eschenbach, 495
F.3d 695, 711 (D.C. Cir. 2007) (en banc).
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drugs approved for Phase II testing for treatment of some life-threatening diseases.' 9 2 The statute and corresponding regulation seem to
expand the definition of 'approved for use' to include some drugs
approved for Phase II testing and for patients not participating in trials but with similar conditions as participants.1 93 In furthering Congress's goal of protecting consumers, the governing statute ensured
that any expanded access satisfies the various interests involved,
including protecting patient safety, maintaining enrollment in clinical
trials, and providing incentives for drug makers to provide drugs
under this section.194 The Abigail Alliance court, in finding that the
U.S. has a longstanding tradition of calibrating its drug regulatory
efforts based on knowledge of risks related to safety and effectiveness,195 emphasized that federal regulators have traditionally been
tasked with evaluating the adequacy of such information.'96 This is
the same role that § 360bbb assigns to the FDA in the evaluation of
expanded access requests from individual patients.197 The Abigail
Alliance court, after conducting a thorough review of government
drug regulation, found no such granular interest or practice of the
government as that assumed by § 312.305(a)(2) as it applies to individual patients. 98
Abigail Alliance also ruled that the FDA has a legitimate state
interest in protecting patients when the risks and benefits of a certain
drug are not known.199 Interpreting § 312.305 as strictly limited by
§ 360bbb would not impede FDA efforts to protect this interest. As
Congress intended, the FDA would continue to ensure a "medically
and scientifically acceptable level of knowledge about the risks and
benefits" of the requested drugs, while allowing individual patient

192 21 U.S.C. § 360bbb(a)(2)(A) (2010).
193 Id.

194 See 21 U.S.C. § 360bbb(b) (2010).
195 Abigail Alliance, 495 F.3d at 703-07.
196 Id. at 713 ("[Tlhe Government has a rational basis for ensuring that there is a scientifically and medically acceptable level of knowledge about the risks and benefits of such a drug.").
197 21 U.S.C. § 360bbb(b)(2) (2010); see Abigail Alliance, 495 F.3d at 713 (using the language from § 360bbb in explaining the government role, and not expounding on this role as the
FDA has done in § 312.305(b)(2)).
198 See Abigail Alliance, 495 F.3d at 711.
199 Id. at 713.
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applicants and their doctors to apply the clinical risk-benefit information to the specifics of their own case.
Finally, the D.C. Circuit deferred to Congress-not to the FDAon how to approach questions of sensitive medical judgment.2 0'
According to the court, the debate between patient advocates and the
FDA must be governed by Congress.2 02 This reasoning clarifies that
when evaluating FDA decision making, the agency's view of its role in
evaluating risks and benefits must remain secondary to Congress's
view of the agency's role.2 03 A new level of access has changed what
the government protects patients against and expanded the ability of
doctors and patients to make decisions with limited review.
2.

The New Rule Encroaches on the Role of Physicians and
Does Not Benefit Patients

So long as patients are making informed decisions about
expanded access, the FDA should limit itself to approving the overall
adequacy and veracity of the data on which these decisions are based.
Patients who prefer to live out their lives at home without the risks of
drug side effects or adverse events obviously have the ability to do so.
But patients who find reason and hope in trying every last medical
option available should be afforded the same deference. In fact, there
is evidence that simply pursuing such options yields benefits.2 04
Patients taking investigational drugs but not benefiting from them
have reported higher qualities of life than those who receive no drugs
at all.205
Informed consent plays an important role in securing the rights of
patients to pursue such preferences. If the FDA is conducting parallel
risk-balancing analysis of these patients, it could overlook such preferences for risk. Unlike physicians, the agency would not seem to have
the resources to consult with the patient to evaluate a desire to "fight"
200 Id. The court seems to echo the statutory language in 21 U.S.C. § 360bbb(b)(2) of
"sufficient evidence of safety and effectiveness to support the use of the investigational drug."
Id.; see 21 U.S.C. § 360bbb(b)(2) (2010).
201 Abigail Alliance, 495 F.3d at 713.
202 Id. at 713-14.
203 See id.
204 Winniford, supra note 117, at 230 (citing Teresa J. Melink et al., The Impact of Phase I
Clinical Trials on the Quality of Life of Patients with Cancer, 3 ANTI-CANCER DRUGs 571, 571
(1992)).
205 Id. at 229.
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the disease and the possibility for such satisfaction to compensate for
side effects or even a hastened demise. The FDA's resources are
likely dedicated to reviewing studies performed by third parties, and
thus would not be capable of taking into account the considerations
that Congress reserved for physicians in §360bbb.20 6 Interpreting this
statute to assume that the FDA shares or even trumps doctors' ability
to consider these factors seems inconsistent with congressional will.
Many critics of expanded access argue that desperation resulting
from serious illness prevents patients from fully appreciating the risks
and benefits of experimental therapies. 207 This perspective relies on
the notion of a "therapeutic misconception" rendering such patients
vulnerable to the unrealistic belief that a treatment will help them. 208
Some critics even argue that acute instances can render patients unable to resist harmful decisions.20 9 Critics also argue that no reasonable, informed decision could be made regarding experimental drugs
because there is inadequate data on the risks and benefits, given that
Phase I trials only include twenty to eighty patients.210
The inherent lack of information on experimental drugs should
not foreclose them as treatment options for all patients unable to
enroll in clinical trials. Just as patients making treatment decisions
must be informed of the risks they face and alternative treatments,
logic would suggest that they must also be informed of the limits of
the information before them. 21 1 Some studies suggest that people with
serious or terminal illnesses are unable to comprehend the incremental risk and uncertainty of benefits when enrolling in trials.212 However, one researcher using a Global Distress Index (GDI) to measure
distress in patients found no correlation between GDI score and ability to understand disclosed information or to weigh the risks and benefits of taking part in a mock study. 213
Other studies that claim to correlate the severity of illness with a
decreased ability to make rational decisions often confuse understanding of factual information with the ability to evaluate these facts
206 See generally 21 U.S.C. § 360bbb (2010).
207 See, e.g., Winniford, supra note 117, at 224.
208 See, e.g., id.
209 Id.

210
211
212
213

Id. at 225.
See Canterbury v. Spence, 464 F.2d 772 (D.C. Cir. 1972).
Winniford, supra note 117, at 231.
Id. (citing David. J. Casarett et al., Identifying Ambulatory Cancer Patients at Risk of
Impaired Capacity to Consent to Research, 26 J. PAIN & Symrom MGMr. 615, 619-20 (2003)).
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according to personal values.214 Even when a patient knows that the
potential benefit of a drug is unlikely, they can make an informed
decision in favor of the treatment so long as they understand the
depth of the data suggesting that benefit. 215 According to Austin Winniford of Health Matrix, a strong hope for positive results, informed
by realistic expectations, would compel these decisions, as opposed to
coerced decisions where the patient chooses a given path for fear of
some alternative.2 16 Requiring that patients be supplied with all the
facts available is different from evaluating the decision they make
based on those facts. Congress understood that the FDA is an expert
at the former, while only a personal physician can help advise the latter. 2 17 This Comment contends that defining the two distinct roles was
Congress's way to best provide patients with reliable evidence and
informed advice.
The FDA boasts expertise in scientific review, as exercised
through its oversight of third party studies, but it lacks the resources
to understand or evaluate the factors that influence the personal decisions of dying patients. Reviewing third party trials and patient
records does not provide the FDA access to or expertise in the subtle
human emotional responses to terminal diseases available only to physicians. The value judgments of a healthy patient cannot be applied to
the situation of a terminally ill patient deciding whether to take the
only potential treatment for her disease. 2 18 Given the increased preference for risk among these patients, and research suggesting that simply pursuing treatment options could improve quality of life,219 the
FDA should limit its role in individual requests for expanded access to
ensuring that the patient's decision is properly informed.
C.

Doctor Accountability and Limited FDA Review Create Optimal
Protectionfor Patients

The role of doctors as gatekeepers to experimental drugs would
preclude the FDA's imposition on the decisions of doctors. By hold214 Id. at 231-32.
215 Id. at 232.
216 Id.
217
218
219

See 21 U.S.C. § 360bbb (2010).
See Winniford, supra note 117, at 229.
Id.
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ing doctors responsible for their decisions,2 20 §H 312.305(c)(1) and
312.60 establish a practical mechanism for ensuring that expanded
access patients have the benefit of proper medical judgment. Sections
312.305(c)(1) and 312.60 state that investigatorS221 -or doctorsrequesting access for their patients are "responsible for ensuring that
an investigation is conducted according to the signed investigator
statement, the investigational plan, and applicable regulations; for
protecting the rights, safety, and welfare of subjects under the investigator's care; and for the control of drugs under investigation." 222 The
investigator shall also "obtain the informed consent of each human
subject to whom the drug is administered." 22 3 The punishment for
failing to comply with these rules is the loss of investigator privileges, 224 which, for doctors specializing in diseases affected by investigational drugs, provides a severe disincentive to shirk their
responsibilities. In addition, these rules could inform the standard of
care in a malpractice lawsuit.2 25 Presumably, patients do not know of
a certain experimental drug until their physicians tells them of it.
Doctors who would be making such recommendation are likely to
invest time and resources into obtaining such information, so they
would take precautions to avoid losing the ability to deploy such specialized, costly knowledge.
Economic considerations further show that the FDA's reservation of discretion in § 312.305(a)(2) would actually work to the detriment of the agency's goal of protecting patients. The agency's
determinations of which individual patient requests to approve would
likely not yield as precise an answer as that made by doctors consulting with the actual patients. The FDA would have to assign individuals to leave the jobs they have been trained for-evaluating clinical
studies-and evaluate the records of a single patient to predict potential outcomes, or hire and train new individuals. The cost of accessing
this information, let alone shifting perspectives to properly analyze it,
would be substantial.
220 See 21 C.F.R. § 312.305(c)(1) (2011).
221
222
223
224

Id.
Id. § 312.60.
Id.
Id. § 312.70.

225 Cf. In re Caremark Int'l Inc. Derivative Litig., 698 A.2d 959 (Del. Ch. 1996). Although
this case involves corporate law rather than medical malpractice, it is a renowned example of a
court using statutory penalties to establish a standard of care. Id. Additionally, the case
involves the corporate standard of care. Id.
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Without making costly changes to the roles and corresponding
training of its investigators, the FDA would be derelict in carrying out
the duties it assigned itself. 2 26 Unless the FDA hired clinicians to
examine patients, the agency's inquiry would lack the most important
element of the doctor's decision-the patient, and all their unique history, attributes, and values. Consequently, the FDA would be spending scarce resources to make an inferior determination, capable of
overruling a more direct determination of doctors. The agency not
only wastes the money spent on this inquiry, but it potentially hinders
its ability to carry out its traditional roles. Alternatively, if the FDA
allows both itself and doctors to specialize-with the agency approving data for the physician's use and ensuring that the physician's
determination is not at odds with the data-the agency can better
serve patients and promote the responsible access to investigational
drugs ordered by Congress. 22 7
III.

SECTION 312.305(a)(2) MUST BE REWORDED TO ENSURE
PATIENT RIGHTS

Patients will be unable to exercise their constitutional and statutory rights to make informed treatment decisions under the current
language of § 312.305(a)(2) and the FDA's interpretation assigned to
the Section. Many options exist for enacting change that will secure
these rights, and each course must be evaluated for practicality and
the likelihood of securing patient rights. The preferred change would
be to implement the language used by Congress or the language's
equivalent. 2 28 The FDA used the exact phrasing for doctors' responsibility in approving expanded access requests,2 29 so it would be both
prudent and practical to use Congress's language for the agency's role.
This language not only conveys legislative intent, 2 30 but it also ensures
that the FDA will remain objective in evaluating the information used
by patients to decide the treatment course, rather than second-guessing the decision itself.
The FDA has already refused requests from public commenters
to change the language of § 312.305(a)(2) to not duplicate the role of
226
227
228
229
230

See
See
See
Id.;
See

21
21
21
21
21

C.F.R.
U.S.C.
U.S.C.
C.F.R.
U.S.C.

§§ 312.305-310 (2011).
§ 360bbb (2010).
§ 3600(b)(1)-(2).
§ 312.305(a) (2011).
4 360bbb (2010).
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the physicians. 231 Given the FDA's belief that the provision captures
the intent of Congress,2 32 a legislative amendment might be a more
realistic solution. Congress has amended the FDCA many times 233
and could potentially include a measure clarifying the distinct roles of
doctors and the FDA in evaluating individual patient requests. Such a
measure should use explicit language in expressing that the FDA
should not conflate these roles. This would put the FDA on notice
that § 312.305(a)(2) is illegal and must be changed quickly. The
agency would be forced to quickly amend the rule, and potentially
announce an interim operating policy consistent with the congressional order.
A second option would be to challenge § 312.205 in a lawsuit
brought by patients whose individual applications were denied when
the FDA decided that the treatment's risks were too great after the
personal physician had already determined that the patient was justified in assuming these risks.234 These patients could show how
§§ 312.305 and 312.310 deny them rights guaranteed by Congress and
the Constitution and how the FDA deprived them of the only potential treatment. If plaintiffs were able to secure an injunction against
the FDA's exercise of § 312.305(a)(2), the agency might be compelled
to change its rules in order to ensure that it has some role in the process. In defining this new role, the agency would likely take guidance
from the opinion in this potential case to avoid further injunction and
embarrassment. A Supreme Court opinion would be able to establish
the individual physician, in consultation with the patient, as the sole
evaluator of personal medical values.
A different approach could be to convince the FDA of the limits
of its self-proclaimed role in the approval process. Stressing practicality and economic futility might help the agency understand that it
should retain its traditional role. If the agency realizes that such an
endeavor would be wasteful and would detract from its overall mission, the FDA might understand why the regulation in question is so
231 Expanded Access to Investigational Drugs for Treatment Use, 74 Fed. Reg. 40,900,
40,910 (Aug. 13, 2009) (to be codified at 21 C.F.R. pts. 312 & 316).
232 Id. at 40,910-11.
233 See David L. Stepp, The History of FDA Regulation of Biotechnology in the Twentieth
Century, 46 FoOD & DRUG L.J. 1, 6-20 (Winter 1999), available at http://leda.law.harvard.edul
leda/data/257/Stepp,_David 00.pdf (last visited May 13, 2012).
234 See Abigail Alliance for Better Access to Developmental Drugs v. von Eschenbach, 495
F.3d 695 (D.C. Cir. 2007) (en banc).
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flawed. In fact, because this approach could lead the agency itself to
make the decision to change, it could be the most efficient remedy.
However, it would fail to set forth with the power of legislation or a
federal court opinion that patients have a protected right to make
informed medical decisions in consultation with their doctor regarding
drugs made available to large groups of similar patients. This tradeoff
must be considered because if the FDA changes its practices before a
lawsuit can be filed or Congress decides to order a rule amendment,
then the patients' rights movement would not enjoy the federal proclamation of a right similar to that sought in Abigail Alliance.235
At the very least, the FDA should restrain itself from making
individual patient risk-balancing evaluations. The agency could
potentially establish a standard similar to the appellate standard of
clear error, to overturn a patient and doctor's belief that risks of the
drug are warranted given the risks of the illness. Although failing to
articulate the breadth of patients' rights to choose their own medical
treatments, such a policy would at least allow patients to exercise the
greater portion of this right.
CONCLUSION

The Congressional act of 1997, establishing § 360bbb,236 signified
a changed policy toward experimental drugs. However, the FDA's
new expanded access rule 23 7 threatens to limit the benefit of this policy
for individual patients. In giving itself the ability to make risk calculations for individual patients seeking drug access under § 360bbb, the
FDA has impermissibly encroached on the due process rights of
patients.2 38 in passing § 360bbb, Congress intended to maintain the
traditional roles of physician, as personal examiner and healer, and
the FDA, as overseer of product safety and effectiveness. 239 By asserting its own discretion over personal health choices, the FDA has not
only expanded its own range of authority beyond the limits of practicality, it has also encroached on doctors' ability to consult with
patients and together make final decisions in a patient's best interest.
235 See id. at 710.

236 See Food and Drug Administration Modernization Act of 1997, P.L. 105-115, 111 Stat.
2296 (1997).
237 21 C.F.R. § § 312.300-320 (2011).
238 21 U.S.C. § 360bbb (2010); 21 C.F.R. §§ 312.305-310 (2011). See supra pp. 29-33.
239 See 21 U.S.C. § 360bbb (2010).
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Stepping back from the particulars of § 312.305(a)(2), administrative law would lose coherence and restraint if agencies are allowed to
use contrary interpretations of congressional law in creating their own
regulations-especially when those interpretations increase their
scope of authority over individuals. The FDA's argument takes an
irresponsible position for an agency tasked with managing such a complex sector of the national economy. 240 The provision in question
shows a misunderstanding of the agency's legal and practical limits. It
also disregards the doctor-patient relationship and the need to treat
individual patients as unique entities with unique values. The FDA's
traditional approach is suited to serving the agency's broad, supervisory purposes, where experiments are carried out by independent
groups who submit results to the FDA for approval. Attempting to
shift such a decision-making network to consider values of individual
patients would be questionable at best, certainly when compared with
the competing determination of a physician with personal knowledge
of the patient's case. In addition to respecting a doctor's decision and
the unique perspective required to make such a decision, Congress
intended the FDA continue to perform its primary role under
§ 360bbb by making safety and effectiveness determinations based on
trial data submitted to them. 24 1
To act in accordance with both Abigail Alliance and the legacy of
62 Cases of Jam,242 the FDA must respect the separate role that personal physicians play in granting expanded access. Congress set forth
a scheme for ensuring that access to experimental drugs was appropriately reviewed, 243 recognizing the importance of "calibrating . . .
response in terms of the capabilities to determine the risks associated
with both drug safety and efficacy." 244 The FDA must be held to this
scheme to protect public health and liberty interests as intended by
Congress.
240 See FDA SCIENCE AND MISSION AT RISK: REPORT OF THE SUBCOMMrrFEE ON SCIENCE

AND TECHNOLOGY 1 (Nov. 2007), available at http://www.fda.gov/ohrms/dockets/ac/07/briefing/
2007-4329b_02_01 FDA%20Report%20on%20Science%20and%2OTechnology.pdf (noting that
the FDA regulates nearly one trillion dollars in consumer products or twenty-five percent of
consumer spending in the U.S.).
241 Id.

242 Abigail Alliance for Better Access to Developmental Drugs v. von Eschenbach, 495
F.3d 695, 703 (D.C. Cir. 2007) (en banc); 62 Cases of Jam v. United States, 340 U.S. 593, 600
(1951)
243 See 21 U.S.C. § 360bbb (2010).
244 Abigail Alliance, 495 F.3d at 703; see 21 U.S.C. §360bbb (2010).
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Debate over the regulation in question here could provide an
important victory for personal medical rights. If the regulation is
brought to court, or is considered by Congress, there is potential for
this subtle regulatory provision to draw attention to patients' rights
and the importance of restricting paternalistic second-guessing in personal medical decisions. The regulation might appear inconsequential. Its implications, however, go far beyond expanded access and
even health care. A proper response to this flawed rule would protect
the most personal of choices against agency interference where Congress has already stated a more prudential course for government
actors.

