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D
espite the Nuremberg Code’s assertion that “the
voluntary consent of the human subject is
absolutely essential,” federal human research

regulations permit both consent from legally authorized
representatives (LARs) for incapacitated subjects, and
waiver or alteration of informed consent for certain
minimal risk research.1 In 1996, the regulations were
amended to permit a limited category of research bear-
ing more than minimal risk to go forward without
informed consent from either incapacitated subjects or
their LARs. Known as the “emergency research” (ER)
waiver rule, the regulation was codified in Food and
Drug Administration (FDA) regulations2 and adopted by
the Department of Health and Human Services
(DHHS).3

Though controversial and infrequently employed, the
ER waiver rule is valued because it facilitates important
research in settings where new, well-validated treatment
options are needed and circumstances preclude obtain-
ing informed consent from an incapacitated individual’s
LAR. The first clinical trial conducted under the ER
waiver rule was a widely publicized study of an oxygen-
carrying blood substitute: Baxter Laboratories’
HemAssist.4 Another trial conducted under the rule
involved placing automated defibrillators in public ven-
ues and tracking the outcome of their use from experi-
mental and control sites.5 Individuals felled by cardiac
arrest formerly had to wait for emergency medical per-
sonnel to arrive before receiving needed defibrillation.
Because of the study, automated defibrillators are now
common in airports and other public places.

The ER waiver rule permits Institutional Review
Boards (IRBs) to waive the requirement for informed
consent from an incapacitated individual’s LAR when
certain conditions are met.6 These include familiar pro-
tections such as evidence from prior research supporting
the experimental intervention’s potential to benefit

patient subjects and the establishment of an independent
data monitoring committee. Additional conditions are
specific to a narrow application of the waiver: patient
subjects are in a life-threatening situation that necessi-
tates intervention; obtaining informed consent from an
LAR is not feasible within the time period necessary to
initiate the experimental intervention (i.e., the therapeu-
tic window); and available treatments are unproven or
unsatisfactory. Finally, the conditions require researchers
to 1) consult with representatives of the communities in
which the research will be carried out and from which
subjects will be drawn and 2) publicly disclose to those
communities the research plan and its potential risks
and benefits.

During the community consultation process, people
can register their views about the proposed study. IRBs
are expected to consider community views when review-
ing a request for a waiver of consent under the ER waiv-
er rule. After obtaining IRB approval for the study,
researchers must disclose to the public that incapacitated
individuals can be enrolled without consent from an
LAR.7

Some time ago, we became concerned about the
applicability of the ER waiver rule to the ongoing trial
of PolyHeme, Northfield Laboratories’ hemoglobin-
based oxygen-carrying resuscitative fluid. If it were to
merit FDA approval, the product could save the lives of
trauma victims initially being treated in an out-of-hospi-
tal setting. Because blood transfusion is ordinarily
unavailable in the field, trauma patients often succumb
to hemorrhagic shock before reaching the hospital.

The Trial and Its Error

The PolyHeme trial has two stages: an ambulance
stage and an in-hospital stage. Trauma patients in

hemorrhagic shock are enrolled in the trial by emer-
gency medical technicians at the scene of accident or
injury. Patient subjects are randomized to receive
either saline solution (the standard but admittedly
unsatisfactory treatment) or PolyHeme. They are then
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transported to the hospital, where those who received
saline continue to receive standard treatment, now
including blood as needed. Those in the experimental
group continue to receive up to six units of PolyHeme
for up to 12 hours—instead of blood.8

Because blood is available at the hospital, and is an
effective (albeit imperfect) standard treatment for hemor-
rhagic shock, denying half of the patient subjects blood
for up to 12 hours does not, in our view, meet the crite-
ria for the ER waiver rule, which requires that available
treatments be “unproven or unsatisfactory.” In the hos-
pital setting, blood is neither. An in-hospital trial com-
paring PolyHeme with blood could be valuable and
legitimate, but consent from the patient subject or an
LAR should be required.9

The research had been misleadingly described as an
“ambulance trial.”10 When we finally appreciated the in-
hospital problem, we corresponded with an official from
the trial’s sponsor, Northfield Laboratories. The spon-
sor’s arguments for in-hospital use of PolyHeme were
premised on the adverse effects of blood. Following a
failed effort to persuade the sponsor’s representatives
that the study design did not meet the ER waiver rule,
we contacted the FDA. The FDA acknowledged our
communications without comment. As we pressed on,
we discovered three barriers to effective oversight of
research conducted under the ER waiver rule.

Barrier #1: Proprietary Protocols

When we asked to see the protocol, we were told
that its disclosure was limited to IRBs reviewing

the study or researchers carrying it out, and then only
pursuant to a confidentiality agreement. Although indus-
try sponsors of research have legitimate interests in pro-
tecting trade secrets and confidential commercial infor-
mation, little systematic attention has been given to the
effects of this degree of information control in clinical
research. When a commercial sponsor labels its research
data as proprietary, a conflict arises between protecting
competitive advantage and protecting subjects (and per-
haps future patients as well). In research requiring com-
munity consultation and public disclosure, when an
entire protocol is considered proprietary, the sponsor’s
interest in protecting its competitive advantage also con-
flicts with the community’s right to transparency. It
seems to us that if community consultation is to be ade-
quate and effective, the community’s need for informa-
tion must outweigh the commercial interests of a spon-

sor. Commercial secrecy thus appears directly at odds
with the free and full discussion required by the ER
waiver rule. The protocol should be available for review.
Despite repeated requests, we have yet to see the proto-
col for the PolyHeme trial, or even any version of the
consent form.11

Barrier #2: Derailing IRB Disapprovals

If an IRB determines that it cannot approve proposed
research—because it does not meet the criteria for the

ER waiver rule or “because of other relevant ethical con-
cerns”—the IRB must document and report its disap-
proval promptly to the sponsor and local investigator.
The sponsor then must promptly report the IRB determi-
nation to the FDA, to the sponsor’s other investigators,
and to other IRBs who have considered or are consider-
ing the study or substantially equivalent research.12

In communications with several members of IRBs
that reviewed the proposed PolyHeme trial, we uncov-
ered two strategies for sidestepping these reporting
requirements. In both instances, the concerns IRB mem-
bers had about the trial were essentially identical to the
problem that troubled us: its in-hospital portion.

In one case, the principal investigator (PI) had been
alerted in advance that some on the IRB had expressed
reservations about the trial. Before the full IRB convened
to review the proposed study, the application for review
was withdrawn. The IRB neither completed its review of
the proposed study nor reported a failure to approve. In
a second case, the IRB notified the PI that there were
problems with the study needing correction. The appli-
cation for review was returned to the investigator with a
request to amend and resubmit it. The IRB never
received an amended version of the application, and no
negative report was sent to the sponsor. 

It could be argued that these examples are consistent
with a narrow interpretation of “cannot approve” in the
ER waiver rule because neither IRB made a final deter-
mination about the research. From our perspective,
however, the requirement that the IRB’s findings be dis-
seminated promptly appears intended to promote com-
munication and learning among IRBs and investigators.
We worry that IRBs and sponsors can too readily avoid
reporting problems with proposed studies to those need-
ing to be informed. If serious reservations about a study
identified during IRB review were generally buried in
this way, the national system of research oversight
would be compromised.
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Barrier #3: The Special Protocol Assessment

The PolyHeme study is being conducted under an
FDA-granted Special Protocol Assessment (SPA).

The 1997 FDA Modernization Act13 contains provisions
designed to streamline the approval process for drugs
and biologics, including the making of agreements
between the FDA and sponsors about the amount and
nature of the evidence required to establish safety and
effectiveness and rapid assessment of protocols to deter-
mine whether they can produce adequate evidence. In
May 2002, the FDA issued a guidance on SPAs. When
granted, an SPA locks the FDA and the sponsor into an
agreed-upon study design. The FDA can reconsider and
order changes only if one of four conditions applies: 1)
there is mutual written agreement to alter the trial; 2)
there has been a subsequent identification of “a substan-
tial scientific issue essential to determining the safety or
effectiveness of the drug”; 3) the sponsor fails to follow
the agreed-upon protocol; or (4) “the relevant data,
assumptions, or information provided by the sponsor in
a request for special protocol assessment change are
found to be false statements or misstatements or are
found to omit relevant facts.” The FDA can only grant
an SPA before subject screening or enrollment begins.14

There is a tension between community consultation
in trials under the ER waiver rule and the SPA’s timing.
The study can begin only after a sponsor has first
received written permission from the FDA and, later,
IRB approval. But IRBs can approve the protocol only
after community consultation.15 If, as we believe, one
purpose of community consultation is to uncover cor-
rectable problems, the prospect of having to reapply for
an SPA discourages the sponsor from changing the pro-
tocol when errors are found. One would expect a “take
it or leave it” approach to community consultation if a
study design could not be altered without costly delay.

More important, the SPA appears to bar the FDA
from taking corrective action. The identification of ethi-
cal concerns is missing from the list of four conditions
warranting FDA reconsideration. Even if the FDA
agreed that our ethical critique of the PolyHeme trial
were sound, it is not clear it could require alteration of
the study on that basis, having previously approved the
study design under an SPA. We do not know how often
sponsors seek SPAs for clinical trials, but can well under-
stand the desire to clarify in advance what design and
data will suffice for FDA approval. We are not the first
to recognize that SPAs can constrain IRB review.16 We

suspect, however, that the PolyHeme trial is the first to
uncover conflict between the requirements of an SPA
and those of the ER waiver rule.

Discussion and Recommendations

In attempting to learn more about the PolyHeme trial,
we found heretofore-unsuspected conflicts, tensions,

and gaps in the oversight of research conducted under
the ER waiver rule. Taken together, these appear to
diminish responsiveness to ethical concerns arising in
this unusual category of clinical trial. The proprietary
sequestration of essential documents; the apparent side-
stepping of the requirement to report IRB failures to
approve; and the granting of SPAs that constrain com-
munity consultation and cripple FDA reconsideration:
all three suggest a dysfunctional system.

The PolyHeme trial suggests that in an increasingly
competitive atmosphere, the still-unfamiliar require-
ments of the ER waiver rule can too easily be interpreted
away. We argue that when requirements of the ER waiv-
er rule appear to conflict with other FDA provisions and
procedures, more attention must be given to ensuring
that the ethical integrity of the ER waiver rule is main-
tained. We recommend that, at the very least, IRBs
reviewing such research should determine whether it
involves a confidentiality agreement or an SPA, and dis-
approve the research unless those provisions are altered
to ensure adequate and effective community consulta-
tion and public disclosure.

In addition, DHHS’s version of the ER waiver rule
contains language absent in the FDA’s: “A periodic
review of the implementation by IRBs of this Section
101(i) waiver will be conducted by [the Office of
Human Research Protections (OHRP)], to determine the
adequacy of the waiver in meeting its intended need or if
adjustments to the waiver might be necessary and
appropriate.”17 Although the FDA has exclusive juris-
diction over waived-consent trials conducted under FDA
regulations, such as the PolyHeme trial, the OHRP
appears to have the authority to conduct such a periodic
review. We believe that a review of these broader issues,
collaboratively undertaken by the OHRP and the FDA,
is now necessary to ensure open discussion of the future
of the ER waiver rule.

Properly conducted, waived-consent research can
augment the capabilities of emergency medicine. It
would be tragic if avoidable failures and conflicts in
oversight compromised the promise of these trials. 
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