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Federal regulations limit access to investigational drugs to approved 
clinical trials, but they also provide “expanded access” for patients 
with serious or life-threatening diseases. [FN1] Patients are 
permitted pre-approval access to drugs from manufacturers, but 
compliance with applicable regulations for investigational new 
drugs is still required. [FN2] On December 11, 2006, the Food and 
Drug Administration (FDA) published proposed regulations aimed at 
expanding access to unapproved drugs. [FN3] The proposed 
regulations would expand access to experimental drugs by allowing 
qualifying patients to receive unapproved drugs earlier in the 
clinical trial process in certain circumstances. [FN4] This proposal 
comes after years of patient advocacy, including multiple lawsuits, 
seeking broader access to new drugs. [FN5] 
In a recent decision, Abigail Alliance for Better Access to 
Developmental Drugs v. von Eschenbach, [FN6] the D.C. Circuit held 
that terminally ill patients have a constitutional right of access to 
unapproved drugs that have successfully completed Phase I testing. 
The case is now pending rehearing by the full court, [FN7] but even 
if the panel decision of the D.C. Circuit is reversed, the Abigail 
Alliance organization has succeeded in spurring a change in FDA 
policy and has also opened a new age of patients' access rights. 
Regardless of whether the debate ends with a final FDA rule or a 
judicial determination of a constitutional right to unapproved drugs, 
access will be expanded. This article addresses some of the 
implications of expanded availability of unapproved drugs and 



therapies, which focus on increased physician and sponsor liability, 
as well as changes to informed consent. 
 
Existing Regulations 
 
The FDA traditionally restricted access to investigational drugs 
because of the potential hazards involved [FN8] and because easy 
access would make it difficult to enroll adequate numbers of 
patients in clinical trials, thereby hindering drug development. [FN9] 
Nevertheless, the FDA has permitted treatment use for 
investigational drugs for many years, even before its formal 
recognition in the investigational new drug (IND) regulations. [FN10] 
In the late 1980s, IND regulations were revised to allow for use of 
investigational drugs outside of clinical trials by patients with 
serious diseases. [FN11] Today, a drug that is not approved for 
marketing may be used as treatment by patients with serious or 
immediately life-threatening diseases for whom no comparable or 
satisfactory alternative drug or other therapy is available. [FN12] 
Under current regulations, there are several options for obtaining a 
drug outside of a clinical trial. [FN13] The best known, or the 
treatment use of IND, requires that the drug sponsor be actively 
pursuing marketing approval of the investigational drug with due 
diligence within a clinical trial. [FN14] Availability for treatment 
depends in part on the phase of the trial the drug has reached and 
the medical condition with which the patient is afflicted. [FN15] In 
appropriate circumstances, drugs are made available during Phase 2 
for patients with “serious diseases,” but ordinarily, drugs are only 
available for treatment use during Phase 3 or after all clinical trials 
have been completed. [FN16] A drug to treat an “immediately life-
threatening disease” may be made available for treatment use 
earlier than Phase 3, but rarely earlier than Phase 2. [FN17] In order 
to receive approval from the  Commissioner to use a drug intended 
to treat an immediately life-threatening disease, it must be 
determined from scientific evidence as a whole that there is a 
reasonable basis for concluding that the drug may be effective for 
its intended use in its intended patient population, or that the drug 
would not expose the patients to an unreasonable and significant 
additional risk of illness or injury. [FN18] For a drug intended to 
treat a serious disease, there must be sufficient evidence of safety 
and efficacy. [FN19] 
 
Expanding Access through the Courts 



 
Although current FDA regulations allow some access to unapproved 
drugs, patients have expressed dissatisfaction with their limitations. 
[FN20] Patient advocates want to increase the number of seriously 
ill patients with access to unapproved drugs and hasten their 
availability earlier in the lengthy FDA approval process of drugs that 
exhibit potential benefit. [FN21] In 2003, the Abigail Alliance for 
Better Access to Developmental Drugs filed a citizens' petition with 
the FDA that challenged the FDA's policy restricting the sale of 
unapproved drugs that have successfully completed Phase I trials to 
terminally ill patients. [FN22] When it did not receive a response, 
the organization, along with the Washington Legal Foundation, filed 
a lawsuit against the FDA Commissioner and the Secretary of Health 
and Human Services. [FN23] In Abigail Alliance for Better Access to 
Developmental Drugs v. von Eschenbach, the plaintiffs sought to 
enjoin the FDA from preventing access to Phase 1 drugs for 
terminally ill patients not eligible for clinical trials. [FN24] 
The district court dismissed the complaint for failure to state a 
claim, finding that no court had previously recognized a patient's 
right to receive medical care under the Due Process clause of the 
Fifth Amendment. [FN25] The organization appealed, and the D.C. 
Circuit held that the Due Process clause protected the right of 
terminally ill patients to make decisions to prolong life, specifically 
through the use of investigational drugs not yet approved for 
marketing by the FDA. [FN26] Defining the right narrowly, the court 
neither recognized a broad right to access all investigational drugs 
nor a right to receive treatment from the government or at the 
government's expense. [FN27] The court based its decision on a 
long-standing tradition of protecting one's right to control his or 
her own body compared to the relatively new powers of the FDA. 
[FN28] The court held that the liberty interest in self-determination 
included the right to access life-sustaining medication. [FN29] This 
panel decision was subsequently vacated by the D.C. Circuit and is 
pending en banc review. [FN30] 
 
Proposed Regulations 
 
The FDA's proposed rules attempt to reconcile the interests of the 
FDA in protecting public health and safety with those of patient 
advocates who seek greater access to promising drugs for 
treatment. [FN31] Under the proposed regulations, access to 
experimental drugs is based on a three-tiered approach: single 



patients, small groups of patients, and larger groups of patients 
under a treatment IND. [FN32] Generally, to obtain authorization for 
these expanded access treatment uses, the FDA must be assured 
that (1) the patient's serious or immediately life-threatening disease 
or condition has no satisfactory approved therapy; (2) the potential 
benefit for the patient justifies the potential risks; and (3) the 
therapy will not interfere with the drug's development. [FN33] The 
regulations also attempt to make experimental drugs more widely 
available, which includes allowing the use of post-Phase 1 drugs in 
appropriate situations, by establishing criteria that link the level of 
evidence needed to support the use of an experimental drug to the 
seriousness of the disease and the number of patients to be treated 
with the drugs. [FN34] More “clinical experience” is required as the 
population of the study group increases. [FN35] 
 
Implications of Expanding Access 
 
 
Physician Liability 
 
Under the Abigail decision, physicians are given the authority to 
decide whether unapproved medications are appropriate for 
patients, [FN36] and physicians play an important role in the FDA's 
expanded access provisions. [FN37] In considering whether to 
prescribe an unapproved drug, the physician must determine 
whether the probable risk to the patient from the investigational 
drug is greater than the probable risk from the disease or 
condition. [FN38] Under the proposed rules, a physician who 
administers or dispenses an investigational drug for expanded 
access use is considered an investigator and, in some cases, the 
investigator and the sponsor. [FN39] Investigators have several 
responsibilities, such as the following: (1) reporting adverse drug 
events to the sponsor; (2) ensuring that the informed consent 
requirements are met; (3) ensuring that the Institutional Review 
Board (IRB) review of the expanded use is obtained in a manner 
consistent with the regulations; (4) maintaining accurate case 
histories and drug disposition records; and (5) retaining records. 
[FN40] 
Although physicians have substantial responsibilities, they do not 
have special protections against lawsuits for their participation in 
clinical trials or expanded access. [FN41] IRBs provide oversight and 
guidance in order to protect the safety of patients, which may 



reduce the risk of liability. [FN42] The informed consent document 
can also provide some protection, but these documents do not 
immunize physicians from all liability. [FN43] Access outside of 
clinical trials is restricted by the FDA to certain patients based on 
their severity of illness precisely because of an increased risk of 
adverse events with unapproved treatments. [FN44] Earlier access 
increases the risk of adverse events for patients, [FN45] which could 
lead to increased risks of lawsuits for physicians involved. Not only 
will physicians be subject to theories of liability common in lawsuits 
stemming from clinical trials, such as common law fraud, 
intentional misrepresentation, battery, lack of informed consent, 
and violation of the FDA “Common Rule,” [FN46] but other potential 
theories of liability could be based on the additional duties of a 
physician in expanded access programs. Physicians could face 
liability for such omissions as the failure to inform the patient about 
the availability of an IND, failure to monitor dosing, failure to 
identify adverse events, and failure to adjust other medications 
appropriately. 
Physicians who participate in expanded access protocols are often 
already at a disadvantage. Normally in a clinical trial, the clinical 
investigators are skilled researchers relied upon by the sponsor to 
provide a high level of medical care. [FN47] Investigators usually 
have access to sophisticated technology, not available to most 
physicians, to monitor patients and to assist in recognition of the 
onset of adverse reactions. [FN48] Physicians who participate in 
expanded access protocols may not even have research experience. 
[FN49] Also, these physicians may oversee only a few patients 
taking a particular drug, and therefore, they may have more 
difficulty identifying the side effects of an investigational drug than 
an investigator who has a large number of patients on the same 
drug, as is more likely in a clinical trial. [FN50] Although physicians 
will be responsible for informing patients about unapproved 
options, [FN51] the fear of liability may make them less willing to 
administer therapies under expanded access. 
 
Sponsor Liability and Future Regulation 
 
Pharmaceutical manufacturers may also have increased liability due 
to expanded access. More patients will be seeking and using 
investigational drugs. [FN52] Pharmaceutical companies may be 
liable for adverse events under such theories as strict products 
liability, failure to warn, negligence, and fraud. [FN53] At the same 



time, they may also be confronted with litigation for denying 
access. Allowing access to investigational drugs is potentially costly 
to pharmaceutical manufacturers, especially when many patients 
are involved, and a company might not have a sufficient quantity of 
the drug, particularly early in development. [FN54] 
 
Informed Consent 
 
Expanded access is a distinct process from the clinical trial, yet the 
FDA's proposed rules require the same basic informed consent 
information for the new expanded access as for the typical clinical 
trial. [FN55] Unlike clinical trials, treatment use does not ordinarily 
benefit the pharmaceutical company, as it is not intended to 
support the goal of market approval. [FN56] Expanded access 
involves, and is primarily intended to benefit, very sick patients by 
permitting them to receive investigational drugs to treat their 
diseases and conditions when they have no other viable alternative. 
[FN57] For that reason, a new model of informed consent should 
include some assumption of the risks involved. If patients truly 
desire expanded access and increased availability of unapproved 
drugs, they must be willing to accept the risk of using drugs with 
little clinical experience. 
The protection of vulnerable patients should continue to be a 
priority for the FDA. The duty of physicians and manufacturers to 
meet a reasonable standard of care should likewise remain 
unchanged. Nevertheless, if physicians and manufacturers are 
subject to numerous lawsuits for adverse events caused by 
unapproved drugs, it will have a chilling effect on drug discovery 
and compassionate use. 
Expanding informed consent is one way to balance these interests. 
Informed consent for expanded access should involve a thorough 
discussion of the level of risk a patient is accepting and should 
require an acknowledgement of this risk by the patient before he or 
she is allowed to receive the drug. In many instances, it may be 
advisable to have a third party, such as an unaffiliated physician to 
help explain the risk involved. In addition, the manufacturer and 
physician should be required to reveal to the patient what is known 
about the drug from both pre-clinical and clinical studies up to that 
point, and a document acknowledging this information should be 
signed by the patient. Requiring that this information be shared in 
the informed consent will better educate patients and, while not 
depriving patients of their rights, could provide increased 



protection in the event of a lawsuit for those physicians willing to 
dispense unapproved drugs. Also, such an acknowledgement could 
lessen manufacturers' fears of liability from use of unapproved 
drugs. Without efforts to reduce liability and concerns about 
liability, a right to access unapproved drugs may become illusory. 
 
Conclusion 
 
The United States is on the verge of a new era of expanded access 
to unapproved drugs, as a result of either FDA or court action. 
Expanding available treatments to patients with serious or life-
threatening diseases will present challenges to patients, physicians, 
manufacturers, and the drug development process. Expanded 
access could mean increased liability for both manufacturers and 
physicians. It is also likely that patients may still face difficulty 
accessing unapproved drugs if the fear of liability drives physicians 
and manufacturers into protective mode. Both the courts and 
regulators need to be mindful of the implications of expanding 
access as they decide how access to unapproved drugs is expanded 
in advancing the dual goals of drug development and timely 
availability of potential treatments to patients. 
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