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Recent Developments in Research Compliance
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 Research compliance is a rapidly evolving 
area and the laws and regulations which apply to 
institutions engaged in human subjects research 
compliance change quickly and often are re-
issued and revised to reflect the latest concerns 
of government regulators, institutions, sponsors, 
investigators and subjects.  Those involved in 
auditing and compliance roles need to be aware of 
this rapidly changing regulatory landscape in order to 
be able to identify areas of potential noncompliance 
and to assist institutions in reviewing and updating 
their human subjects research programs.  This 
article briefly discusses some of the current 
regulatory issues facing institutions in this area, 
and the role internal audit and compliance staff can 
play in identifying compliance concerns.

ARDS Network Studies and Surrogate Consent to 
Reserach

 The ARDS Network (ARDSNet) is a clinical 
network instituted by the National Heart, Lung and 
Blood Institute (NHLBI) to carry out multi-center 
clinical trials of novel therapeutic agents for Acute 
Respiratory Distress Syndrome (ARDS).  ARDSNet 
has initiated six studies since 1994, three of which 
were abandoned for disappointing results, one of 
which is on-going, and two that are the subjects 
of a current ethical and legal debate surrounding 
an investigation by the Office for Human Research 
Protections (OHRP).  
 In a July 3, 2003, determination letter, 
OHRP presented its findings against three of 
the institutions involved in the ARDS Network, 
including the coordinating center, Massachusetts 

General Hospital.  The July 3, 2003, letter was the 
culmination of several letters directed at these and 
other participating institutions regarding two clinical 
trials:  1) The FACCT trial, a fluid study; and, 2) The 
ARMA trial, a ventilator study which had ended 
in 1999 and was originally hailed as a landmark 
study.  
 The ethical justification for these studies has 
been called into question by NIH scientists, OHRP, 
and certain watch-dog organizations;  allegations of 
poor scientific design, lack of an appropriate control 
group, and a failure to communicate appropriately to 
potential subjects the risks of the study, the purpose 
and duration of the research, and the alternatives to 
enrolling in the research study were all cited.  NHLBI 
voluntarily placed the FACCT trial on clinical hold in 
July 2002 in response to a complaint to OHRP raising 
allegations of possible noncompliance with human 
subjects protection regulations.  On July 25, 2003, 
as a follow-up to its July 3, 2003, determination 
letter, OHRP cited 31 institutions connected with 
the ARDSNet trials for failing to adequately protect 
subjects enrolled in those trials. 
 One of the significant concerns raised by OHRP 
in its various determination letters to the ARDSNet 
institutions was the possible lack of valid informed 
consent obtained from surrogates who appeared 
to lack authority under applicable state law to 
consent to the research on behalf of the subjects.  
Common Rule 45 C.F.R. 46.117(a) requires that 
written informed consent be documented on a 
form approved by the Internal Review Board (IRB) 
and “signed by the subject or the subject’s legally 
authorized representative.”  “Legally authorized 
representative” is defined to mean “an individual or 
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judicial or other body authorized under applicable 
law to consent on behalf of a prospective subject 
to the subject’s participation in the procedure(s) 
involved in the research.” in section 45 C.F.R. 
46.102(c).  Federal regulations do not otherwise 
define the level of protection that should be 
afforded to incapacitated subjects; rather state law 
establishes who is legally authorized to consent 
on behalf of a subject to participate in research.  
Research studies in which the issue of surrogate 
consent typically arises include those relating to 
emergency care, stroke, cardiac events, psychiatric 
illnesses, and Alzheimer’s Disease.
 However, many states do not have laws 
expressly delineating a hierarchy of surrogate 
decision-makers.  In some states, for example 
New York, the principle of surrogate decision 
making has been expressly rejected by the courts 
in the context of certain health care procedures 
(e.g., withdrawal of lifesaving treatment) and the 
principle’s application to participation in research 
remains unclear.  For many patients, however, 
experimental procedures are the only remaining 
potentially therapeutic option.  Institutions are 
therefore faced with conflicting concerns:  on the 
one hand, the institution is required by applicable 
regulations to obtain legally valid informed consent 
from each research subject; on the other hand, 
unilaterally excluding incapacitated subjects from 
research studies violates an IRB’s obligation to 
ensure an equitable and just selection of research 
subjects through the equal distribution of both risks 
and benefits from the research.
 As OHRP’s letters to the ARDSNet participants 
strongly suggest, institutions seeking to develop 
policies and procedures outlining when and 
how incompetent individuals may be enrolled in 
research must carefully consider the underlying 
basis of authority for any individuals permitted to 
consent to enrollment on behalf of the research 
subjects.  When reviewing the informed consent 
documentation for research studies, internal 
auditors should pay particular attention to any 
instances of consent by surrogate decision makers 
and should inquire into the legal authority for 
using a surrogate consent procedure.  OHRP has 
been willing to accept institutions’ reasonable 
interpretations of applicable state law; however, in 
the absence of any apparent legal authority, OHRP 
has refused to permit institutions to use surrogate 
consent procedures unless and until amendments 
to applicable state law clarify the permissibility of 
such a process.

Greenberg v. Miami Children’s Hospital:   
Informed Consent for Future Uses and 
Disconnects between Clinical Trial Agreements and 
Informed Consent Forms

 On May 29, 2003, the U.S. District Court in Florida 
handed down a decision permitting the plaintiffs—a 
group of individuals who provided genetic material 
for medical research into a genetic disorder related 
to Tay-Sachs—to proceed with their claim for unjust 
enrichment against the principal investigator of the 
study and the research institution, Miami Children’s 
Hospital.  The researcher and research institution 
allegedly had obtained a patent on the results of 
the research study (results were derived using 
plaintiffs’ genetic material) without the knowledge 
or consent of the plaintiffs.  The plaintiffs had also 
brought claims for breach of informed consent, 
breach of fiduciary duty, fraudulent concealment, 
conversion, and misappropriation of trade secrets, 
all of which were dismissed for failure to state 
a claim.  With respect to the breach of informed 
consent claim, the court held that although medical 
researchers have a duty of informed consent in 
certain circumstances, the court would not extend 
that duty to cover disclosures of researcher’s 
economic interests in the research.  This decision 
was made in part because the plaintiffs were, in the 
court’s opinion, better characterized as “donors” of 
the genetic materials and not the objects of human 
experimentation.  Regarding the unjust enrichment 
claim, however, the court held that the complaint 
alleged more than just a donor-donee relationship 
and had stated a claim for which relief could 
possibly be granted:  specifically, that the plaintiffs 
would not have donated their genetic material if they 
had known of the researchers goal of financial gain 
from the results of the research.
 The decision in this case elaborates the 
principle set forth in Moore v. Regents of the 
University of California, 51 Cal. 3d 120 (Cal. 
1990), that unconsented research uses of human 
tissue to develop commercial products from which 
contributors of the tissue will not benefit can give 
rise to a cause of action against the developer of 
the commercial products.  In Moore, the cause 
of action recognized by the court was for breach 
of fiduciary duty/lack of informed consent, as 
opposed to unjust enrichment.  Nevertheless, the 
Greenberg decision has potential ramifications with 
respect to the sufficiency of the consent process 
in research and for secondary uses of tissue and 
data that have been collected during the course of 
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the research study.  When reviewing any research 
study involving the collection of materials or 
information, it is important to ensure that the IRB 
minutes for each study reflect that the IRB fully 
considered the content of the informed consent 
form and the scope of information provided to the 
subjects in the context of the protocol.  Further, it is 
essential to demonstrate that the IRB considered 
any possible future uses by the research sponsor 
of any materials or information collected during the 
course of the study.
 The Greenberg decision highlights the need 
for concern over the possible disconnect between 
information provided to research subjects in 
the informed consent process as opposed to 
promises made to research sponsors in the clinical 
trial agreement.  Many research sponsors seek 
unlimited future use of any data or tissue collected 
during the research study and subjects are rarely 
informed that the material or information that they 
provide could possibly be used by the sponsor for 
a purpose secondary to the research study and for 
an unlimited amount of time.  It is important for 
institutions, and auditors reviewing institutions’ 
human subject protection programs, to review and 
compare the terms of clinical trial agreements with 
the content of the informed consent form to ensure 
consistency.  Specifically, the following points 
should be considered:

●   What confidentiality protections, if any, will 
be provided to data or information collected 
during the research study?

●   What is the subject’s understanding regarding 
the availability of payments for research-
related injuries?  What, if anything, did the 
research sponsor agree to pay for in the clinical 
trial agreement?

●   What right to future uses of data and materials 
does the sponsor have by the terms of the 
clinical trial agreement?  Was the subject 
informed of these in the informed consent 
process?

 Ideally, the terms of the clinical trial agreement 
between the research institution and the research 
sponsor should limit the sponsor’s ability to use 
materials and information collected during the 
study to the specific purposes outlined in the 
research protocol (to which the subject presumably 
consented), including to understand the product 
tested and the disease or condition under study, or 
to interact with regulatory authorities.

HIPAA's Impact on Clinical Research:  Exempt 
Research After HIPAA

 One area of existing research compliance that 
has been further complicated by the final privacy 
regulations promulgated by the Department of 
Health and Human Services (HHS) under the Health 
Insurance Portability and Accountability Act of 1996 
(HIPAA) is how to monitor research that is “exempt” 
from IRB review, approval, and oversight under 45 
C.F.R. § 46.101(b).  Except in limited circumstances, 
HIPAA restricts the ways in which “covered entities” 
(health care providers that transmit health 
information electronically in connection with certain 
covered transactions, health plans, and healthcare 
clearinghouses) use and disclose “protected health 
information” (PHI) for research purposes.  Covered 
entities may not use or disclose PHI for research 
purposes except as follows:  

1.  With the authorization of each research 
subject; 

2. After an IRB or privacy board approves a waiver 
of authorization; 

3. For reviews preparatory to research (e.g., to 
assess the feasibility of a study); 

4. For research on the PHI of decedents; 
5. As part of a limited data set (stripped of the 

direct identifiers); or 
6. Where the data is “de-identified” under HIPAA’s 

standards.  

 As of HIPAA’s compliance date, April 14, 2003, 
covered entities conducting “research” (which is 
given the same meaning under HIPAA as under the 
Common Rule) are required to be in compliance with 
HIPAA’s requirements in addition to existing federal 
and state research laws and regulations.
 Certain types of research are considered 
“exempt” from the Common Rule’s requirements, 
including IRB approval, continued oversight, and 
written informed consent.  For example, research is 
exempt if it involves the study of existing data and 
the information is recorded by the investigator in 
such a manner that subjects cannot be identified, 
either directly or through identifiers linked to the 
subjects. 
 Yet on-going research that is exempt from 
the Common Rule is not necessarily exempt from 
the requirements of HIPAA, because of a glitch in 
the transition rules.  HIPAA’s transition provisions, 
in brief, grandfather-in certain research studies 
that straddle HIPAA’s compliance date—April 14, 
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2003—making it unnecessary for investigators to 
obtain research authorizations from subjects who 
were enrolled in the study prior to April 14, 2003, 
and who gave informed consent to participate in 
the study or some other express permission that 
their information be used for the purposes of the 
study.1  Additionally, if a research study that began 
prior to the compliance date was operating under 
an IRB waiver of the informed consent requirement, 
that research may continue after April 14, 2003, 
without any further action; it is unnecessary for 
investigators also to seek an IRB or Privacy Board 
waiver of HIPAA’s authorization requirement 
because the prior IRB waiver of informed consent 
is deemed to constitute waiver of the authorization 
requirement.  
 Research that is determined to be exempt from 
the Common Rule’s requirements does not require 
subject informed consent or IRB waiver of informed 
consent because it is, by definition, outside of the 
Common Rule’s requirements.  As a result, for 
exempt studies that straddle HIPAA’s compliance 
date, there is generally no basis to evoke HIPAA’s 
transition provisions and grandfather-in subjects 
who were enrolled prior to April 14, 2003.  
 Many institutions have in place a process by 
which exempt research is presented to the IRB 
Chair for confirmation that it falls within one of the 
exempt categories outlined in 45 C.F.R. 46.101(b).  
This process, or one similar to it, is strongly 
recommended by the OHRP to avoid a situation 
where investigators make such determinations 
without any oversight.  The mere fact that an IRB 
confirms the exempt status of such research does 
not constitute IRB “waiver” of informed consent 
under 45 C.F.R. 46.116 sufficient to trigger HIPAA’s 
transition provisions and grandfather subjects 
enrolled prior to April 14, 2003.  In order to continue 
using or disclosing such subjects’ PHI after HIPAA’s 
compliance date, the investigator will be required 
to seek authorization from each subject enrolled in 
the study or obtain IRB waiver of the authorization 
requirement.
 After April 14, 2003, institutions not only need 
a clear policy on the review, approval and logging 
of exempt research for Common Rule purposes, 
but also need to have a policy for ensuring that on-
going and future exempt research is conducted in a 
manner that is compliant with HIPAA’s requirements.  
It is therefore critical that covered entities like 
hospitals and academic medical centers identify 
all on-going exempt research as soon as possible 
and obtain subject authorization, or IRB waiver of 

authorization, for subjects enrolled prior to HIPAA’s 
compliance date.  Otherwise, the use or disclosure 
of such subjects’ PHI for purposes of the research 
study should cease immediately.  This diligence 
has been accomplished in many hospitals and 
research institutions by sending a memorandum to 
all investigators asking them to identify any on-going 
research that is exempt from IRB review, the date 
on which such research commenced, the number 
of subjects enrolled in the research, and whether 
any subjects will be enrolled after April 14, 2003.  
All subjects enrolled on or after April 14, 2003, in 
such studies must give authorization for the use 
or disclosure of their PHI, even though informed 
consent to participate in the study is not required 
by the Common Rule.  Alternatively, the IRB may 
approve a waiver of authorization assuming that 
applicable criteria are met.
 Institutions engaged in research, and those 
conducting internal audits for compliance with 
applicable regulations and guidance, need to 
pay particular attention to this area to ensure 
full compliance with this maze of regulatory 
requirements.

IRB Accreditation Programs

 The advent of accreditation programs for 
human subject research protection programs will 
undoubtedly increase 
the need for auditors 
of research compliance 
efforts as institutions 
across the country 
prepare to apply for 
accreditation.  
 The two main 
available accreditation 
programs are sponsored 
by the Association for the 
Accreditation of Human 
Research Protections 
Programs (AAHRPP) and 
the Partnership for Human 
Research Protection 
(PHRP), respectively.  
Both programs begin with 
a self-assessment tool 
by which institutions can  
evaluate their readiness 
for accreditation, after 
which institutions may 
apply for a scheduled 
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survey by the accreditation committee.  Full 
accreditation under both programs is valid for 
three years.  The AAHRPP program contains 
three categories of accreditation below “full 
accreditation,” depending on the results of the 
institution’s scheduled survey.  The PHRP program 
provides for a one-year accreditation alternative to 
full accreditation if the accreditation committee 
determines that an institution requires further 
work.  The fees for each program are comparable, 
with AAHRPP charging less up front ($7,000 for 
one IRB and up to 100 protocols as opposed to 
$15,000 for the same under the PHRP program), 
however AAHRPP charges at least a $4,160 annual 
maintenance fee, unlike PHRP, which charges no 
such annual fee.  Two organizations have been 
accredited under AAHRPP’s program:  the Western 
IRB and the University of Iowa.  
 There are many possible benefits to research 
institutions undergoing accreditation.  By 
conducting a self-evaluation and preparing for an 
accreditation survey, institutions are able to improve 
the protections afforded to research participants 
as they strive to meet a raised floor for research 
protections.  Furthermore, institutions may be 
potentially insulated from tort liability in the event 
of an adverse event to a research participant to the 
extent their human subject protection programs 
have been found to meet the requirements for 
full accreditation.  Finally, institutions may enjoy 
deference by OHRP, FDA or ORI, to the extent the 
institutions have pursued and met the accreditation 
standards.

Conclusion

 The foregoing represents a sampling of topical 
issues in research compliance.  These issues 
continue to develop and change rapidly.  Internal 
auditors and compliance staff should make efforts 
to review relevant literature and the OHRP and FDA 
websites to stay current with on-going developments 
in these areas. §
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these items may be directed to Mark Barnes 
at mbarnes@ropesgray.com or Kate Gallin at 
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COI, continued from page 21

• Improved user/participant satisfaction. 
Questionnaires are collected more quickly and 
many individuals expressed gratitude that the 
system allows for the elimination of collections 
held by other areas.  Now that vice presidents 
and department chairs in those areas can 
access the information, there is one collection 
process.  Participants were happy to complete 
the form once per year instead of multiple times 
per year.

• Improvement to the completeness of the 
collection of disclosure information.  In the first 
year we had less robust edits.  We learned from 
the process and updated the questionnaire 
since to include more robust edits that help to 
ensure more complete questionnaires.

• The availability of disclosure information to 
those who need to know.  Vice presidents 
have been grateful, especially in regard for 
various specifics related to the types of medical 
supplies, devices, and equipment.  They can now 
pursue agreements with greater confidence that 
no conflicts exist relative to those individuals 
involved in the decision making processes.

• Management of potential conflicts including 
ease of review and consistency of disclosure 
review.  As much as such a process can be 
mundane, the ease of information review has 
kept a certain level of “excitement” among the 
Steering Committee members.

• Coordination with the efforts of our Institutional 
Review Board related to research activities.  With 
special IRB system access established and IRB 
representation on the Steering Committee, 
more complete disclosures are available and 
can be better understood at the time of protocol 
submission to the IRB.

 For questions related to this article and the 
conflict of interest automation process, send an 
e-mail to Mark Ruppert at ruppertm@cshs.org and 
include “COI Automation” in the subject line.  §
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