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Auditing For Human Subjects 

Research Compliance:  

Informed Consent

 Human sub je c t s  re s e arch  

compliance is an area of increasing risk 

for institutions hosting clinical studies 

and investigators conducting them, in 

large part due to the ever-evolving set 

of applicable rules and regulations.  

Compliance audits in the research 

area, conducted as both preventive 

and corrective measures, have also 

increased as institutions struggle to 

stay one step ahead of the evolving 

regulatory landscape, and government 

enforcement agencies attempt to 

investigate suspect research practices.  

This article sets forth guidelines and 

"best practices" for reviewing research 

fi les as part of a compliance audit, and 

focuses on how to audit for certain 

high risk research practices related to 

informed consent.

High Risk Areas In Informed Consent 
Compliance

 Many of the risks faced by 

research institutions and investigators 

arise in the context of obtaining 

and documenting valid prospective 

informed consent from the subjects 

enrolled in a research study, as required 

under both Department of Health and 

Human Services (DHHS) and Food and 

Drug Administration (FDA) regulations.  

Auditors should focus not only on 

whether appropriate documentation 

of prospective informed consent was 

obtained from each research subject, 

but also on the content of that consent, 

and how that content relates to other 

compliance concerns.  In particular, the 

following issues need to be considered 

in connection with any review of 

informed consent procedures and 

should be considered in conjunction 

with a review of other related research 

documents, which often contain terms 

relevant to these issues:  

•   Surrogate consent to research 

for decisionally incapacitated 

subjects; 

•   Confi dentiality protections afforded 

to data or materials collected from 

the research subjects;

•   Future uses of data or materials 

collected from the research 

subjects; and

•  Study costs, including the costs 

of treating any research-

related adverse events and any 

compensation offered to research 

participants, as well as billing for 

research procedures vs. standard 

of care procedures.

Reviewing the informed consent 

process and form in the context of 

these other related issues allows for 

a meaningful analysis of the informed 

consent process, as opposed to merely 

checking for the existence of signed and 

dated informed consent forms.

Types of Audits:  Relevant Documents 

A. Types of Audits

Research compliance audits 

come in many different forms, and 

the scope of the audit will obviously 

impact the steps an auditor will want 

to take in conducting a review.  For 

example, if an auditor is asked to 

audit a particular research study with 

identifi ed compliance concerns, the 

focus will be on every document related 

to that study and the alleged aspects of 

noncompliance.  Focused audits may 

also take the form of auditing all, or a 

sampling, of the studies conducted by 

a particular department (e.g., oncology) 

or conducted under the leadership of 

a certain investigator who has come 

under scrutiny.  On the other hand, 

an auditor may be asked to conduct a 

general review of an institution's human 

subjects protection program, in which 

case the auditor will want to focus the 

review on a few key documents from 

a random sampling of active research 

projects.  

B. Relevant Documents

In conducting any type of research 

compliance audit, whether focused on 

a particular study or more generally 

aimed at sampling the compliance level 

in a specifi c human subjects research 
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program, auditors will want to review the 

following documents from either all or a 

sampling of active research studies.  

Even where an audit is focused on a 

particular high risk issue--for example, 

informed consent--each of the following 

documents is relevant to reviewing the 

adequacy of the informed consent form 

approved by the Institutional Review 

Board (IRB) and signed by the research 

subjects:  

•   Submissions to the IRB for initial 

and continuing reviews (note any 

vulnerable subject populations, 

e.g., minors, pregnant women, 

etc.); 

•   Informed consent form approved 

by the IRB (review the form for 

each approval period and note any 

material changes in the content 

of the form between approval 

periods);

•   HIPAA Research Authorization 

form;

•   Assent form (for minor subjects), if 

applicable;

•   Protocol (note description of 

research procedures as opposed to 

any procedures that would be part 

of standard of care for the subject 

population enrolled in the study);

•   Investigator's Brochure (if 

applicable);

•  IRB minutes discussing protocol 

(whether approved by full or 

expedited review);

•  IRB approval letter (note any 

conditions or restrictions on the 

approval);

•   Clinical Trial Agreement with 

the sponsor of the research (if 

applicable); and

•   Terms of grant from sponsoring 

agency (if applicable).

Auditing For High Risk Areas

A. Informed Consent Documentation

Unles s the requirement for  

informed consent, or the requirement 

that informed consent be documented, 

has been waived by the IRB overseeing 

the study, federal regulations require 

that each human being enrolled as 

a participant in a research study 

give prospective informed consent, 

documented on a form that meets 

the substantive requirements of the 

regulations.  Particularly in the context 

of non-interventional studies (e.g., 

research involving the collection of 

data according to questionnaires that, 

while treatment related, would not 

have been given to the patient absent 

the research protocol), confusion may 

exist regarding the obligation to seek, 

obtain, and document each subject's 
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informed consent to participate in the 

research study.  It is therefore always 

important for auditors to check for the 

existence of documented prospective 

informed consent on a form approved 

by the IRB for the period of time during 

which the consent was obtained.  

Investigators have different procedures 

for maintaining original signed informed 

consent forms, and these procedures 

may be dictated in part by the research 

sponsor seeking uniformity between 

research sites.  For example, some 

investigators may keep each subject's 

original form in each subject's individual 

research fi le, while others may keep all 

of the original forms in one binder, all 

the data collected in another binder, 

etc.  It is best practices for at least a 

copy of the signed informed consent 

form to be kept in the research subject's 

individual fi le with other subject-specifi c 

information, so that there is no 

question regarding informed consent 

when an auditor, clinical trial monitor, 

or government regulator reviews the 

research fi les.  In clinical trials related to 

subjects' medical treatment, a copy of 

the signed form should be fi led in each 

subject's medical record in addition to 

the subject's study fi le.

The following checklist may be 

used when reviewing research subjects' 

fi les for the existence of appropriately 

documented informed consent:

•   Consent form is signed and dated;

•  Consent form is stamped IRB 

approved for the relevant approval 

period (e.g., the date of signature is 

within the form's approval period);

•  For any minor subjects enrolled 

in the study, a signed and dated 

assent form, stamped approved by 

the IRB for the period within which 

it was used, should accompany the 

consent of a parent (unless there 

is documentation that the IRB 

waived some or all of the assent 

requirements for minors);

•  The date that the informed consent 

was signed should precede the 

dates of any research-related 

procedures (need to check surgery 

dates, if applicable, or dates of data 

collection).

B. Surrogate Consent Process

If a research study involves 

decisionally incapacitated subjects, 

the consent of a legally authorized 

representative is required under 

applicable federal regulations and state 

laws.  Auditors should check to ensure 

that a signed informed consent form 

exists, and should note the relationship 

between the surrogate decisionmaker 

and the subject (e.g., parent, spouse, 

adult child, etc.).  Additionally, the 

auditor should seek an explanation from 

the institution's appropriate compliance 

offi cer for the surrogate consent 

process used and should understand 

the institution's rationale for why a given 

surrogate decisionmaker is considered 

legally authorized under applicable 

state law to consent on behalf of the 

incapacitated individual.  State laws 

vary widely on the issue of surrogate 

consent to research, and although the 

Offi ce of Human Research Protections 

has appeared willing to accept an 

institution's legal analysis as to how 

applicable laws justify a given surrogate 

consent procedure, an analysis is 

necessary and must be reasonable, 

according to the state law of the research 

site.  The auditor's job is not necessarily 

to question the legal analysis, but to 

ensure that if decisionally incapacitated 

subjects are being enrolled in the study, 

an appropriate surrogate consent 

process is in place and is supported by 

an institutionally sanctioned rationale.

C. Privacy of Data and Materials

In the wake of the Health Insurance 

Portability and Accountability Act 

(HIPAA) of 1996 and its implementing 

regulations, the privacy protections 

af forded to indiv iduals '  heal th 

information, particularly in the research 

context, have taken center stage 

for most compliance programs. One 

danger is that the terms of the informed 

consent form will not accurately 

represent how privacy will be handled, 

leading to a potential inconsistency 

between the terms of the consent and 

the authorization signed by subjects and 

exposing the institution, investigator, 

and sponsor to legal risk in the event of 

a privacy violation.  Auditors reviewing 

human subjects protection programs 

should take the following steps to 

understand how subjects' information 

will be used or disclosed for purposes of 

conducting the study, how the privacy of 

that information will be protected, and 

to ensure that the informed consent 

form accurately refl ects this:

•  Ensure that there is a signed HIPAA 

research authorization form for 

each subject enrolled in the study 

(or whatever sampling is reviewed).  

Alternatively, auditors should review 

any IRB or Privacy Board waiver of 

HIPAA's authorization requirement 

to ensure that the waiver for that 

study meets applicable criteria, 

or confi rm that there is some 

other rationale under HIPAA as to 

why authorization is not required 

(e.g., research on decedents' 

information);

•   To the extent the HIPAA research 

authorization form was not 

combined with the informed 

consent form, compare the two 

documents for consistency in 

terms (e.g., the privacy protections 

afforded to subjects' information 

should be consistent in both 

documents, and the parties with 

access to subjects' information 

should either be identifi ed in both, 

or a cross-reference to the HIPAA 

research authorization form should 

be noted in the informed consent 

form);

•   Check to  see that  the  terms 

of both the HIPA A research 

authorization and the informed 

consent are consistent with the 

actual understanding between all 

parties to the research endeavor.  

To accomplish this, auditors should, 

at a minimum, review a copy of any 

agreement or contract between 
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the institution, investigator, and 

research sponsor; the protocol; and 

any investigator's brochure or other 

document describing the research 

study.  These documents should be 

reviewed with respect to how they 

describe confi dentiality protections 

and the use or disclosure of 

subjects' health information.

D. Future Uses of Data and Materials

As with privacy protections, 

subjects may be given information 

regarding possible future uses of their 

data or materials that is inconsistent 

with the terms of other documents 

outlining the agreement between the 

institution, investigator, and research 

sponsor.  For example, subjects may 

be asked to consent to the sponsor's 

maintaining tissue samples in a 

repository for research related to a 

specifi c disease, when the clinical trial 

agreement and the study protocol do not 

even contemplate a tissue repository, 

much less future research using that 

repository.  This potential inconsistency 

again threatens to undermine the 

informed nature of the subjects' 

consent, and the ability of the institution 

and investigator to understand and 

negotiate the clinical trial agreement.  

The compliance risk increases further 

where the future uses of data and 

material involve commercialization 

to which the subject may not have 

agreed prior to participating in the 

study.  For the same reasons outlined 

above, auditors should carefully review 

the content of the informed consent 

document regarding any express 

consent to future uses of research 

material or data, and in particular 

whether subjects were asked to waive 

objection to the commercialization of 

their data or material.  The terms of the 

consent should be carefully compared 

against the terms of any agreement 

between the institution, investigator, 

and research sponsor to ensure that 

the sponsor and/or investigator do not 

expect the right to use subjects' material 

or data for future purposes to which the 

subjects did not consent.  Further, the 

IRB minutes and approval letter should 

be reviewed to determine whether 

future uses, and, in particular, subject 

waiver to future commercialization by a 

research sponsor, were discussed and 

considered prior to IRB approval.  

E. Study Costs

There are several aspects to a 

study's costs that must be reviewed in 

order to ensure that the subjects were 

provided with information relevant to 

their participation in the study, that 

the IRB appropriately considered 

the impact of costs on subjects, 

and that any research-related billing 

of third party payors is being done 

appropriately. Reimbursement for 

research-related services, in particular, 

has become an area of high profi le 

risk for hospitals engaged in research 

compliance, particularly in the context 

of clinical studies where patient care 

and research procedures can easily 

become blurred.  As with the other 

topics discussed above, all of these 

cost-related compliance concerns are 

directly related to the informed nature 

of subjects' consent to participate in 

the research study.  Auditors should 

focus on the following steps in order to 

assess whether these issues have been 

appropriately handled and whether 

any inconsistency exists between the 

relevant study documents:

•   Review the content of the consent 

form to determine whether subjects 

have agreed to bear any costs 

of participating in the study, in 

particular co-pays and deductibles 

for medical services related to the 

trial that will be billed to subjects' 

insurers, including Medicare and 

Medicaid;

•  Review the content of the 

consent form and the recruitment 

procedures outlined in the protocol 

and Investigator's Brochure, to 

determine whether subjects were 

offered any type of recruitment 

incentive (e.g., compensation for 

participating in the study) and, if 

so, whether the amount appears 

reasonable and is consistent 

among the research documents;

• Review the IRB minutes and 

conditions of approval to determine 

whether the IRB considered whether 

subjects would bear any research-

related costs and, if so, what the 

extent of those costs would be, 

and whether the IRB considered 

and approved a recrui tment 

procedure in which subjects 

were given fi nancial incentives or 

compensation to participate; and

•   Review the protocol, investigator's 

brochure, consent form, and budget 

to the clinical trial agreement 

to determine which procedures 

are part of the research study 

and which, if any, are part of the 

standard of care that a subject 

would receive regardless of being 

enrolled in the study.  This analysis 

may require conversations with 

investigators or other physicians 

with relevant treatment experience.  

Review a sampling of the billing 

process for research-related 

procedures to determine whether 

any research-related procedures 

paid for by the sponsor are being 

billed and, if not covered by the 

sponsor, that any billing of subjects 

is consistent with the terms of the 

consent form.

Enlisting The Help Of Investigators

Although research compliance 

audits are sometimes conducted under 

stressful circumstances, particularly 

in the case of an audit intended to 

assist in the investigation of allegedly 

non-compliant research practices, the 

goal of research compliance should 

ideally be shared between institutions, 

investigators, research sponsors, 

and the regulatory oversight offi ces 

that enforce applicable laws and 

regulations.  When conducting internal 

audits to identify and prevent non-

compliance, institutions and auditors 

should consider enlisting the help of 
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investigators through a self-audit.  Such 

periodic investigator self-audits can 

serve to involve investigators in the 

compliance process in an affi rmative 

way, and to reduce the impression 

that compliance offi cers and auditors 

seek only to scrutinize and punish 

researchers.  Having investigators and 

their research staff conduct periodic 

self-audits is an effi cient way to focus 

investigators, the great majority of 

whom intend to conduct their research 

in a compliant manner, on reviewing 

their research fi les, on ensuring that 

all relevant paperwork has been 

completed and submitted to the IRB 

as necessary, and on assuring that 

documentation of informed consent 

is current and present for all enrolled 

subjects.  The "certifi cation" form 

completed by investigators can cover 

a range of issues.  We recommend 

asking each principal investigator with 

any active research protocols to certify 

with respect to each protocol that the 

investigator has performed an audit of 

the research fi les, and that the following 

information provided to the IRB and/or 

research administration is complete 

and true:  

•   The number of subjects enrolled in 

the protocol and whether any minor 

subjects were enrolled;

•   The protocol has been submitted 

to the IRB in a timely manner for 

continuing review since its initial 

review by the IRB, according to the 

schedule and frequency determined 

by the IRB;

• The most recent informed consent 

form approved by the IRB is being 

used to obtain newly enrolled 

subjects' consent to participate in 

the protocol;

•   All subjects enrolled in the protocol 

have been re-consented on the 

most recent version of the informed 

consent form approved by the IRB, 

if deemed necessary by the IRB; 

•  The number of signed and dated 

informed consents that are present 

in the study fi les; and

•  That all serious adverse events have 

been reported to the IRB in a timely 

manner.

An auditor conducting a review of 

an institution's research compliance 

program can use the investigator 

self-audit certifi cates as a means of 

cross-checking any areas of concern or 

identifying a sampling of protocols for 

further review.  For example, auditors 

should pay particular attention to any 

discrepancies between the number of 

subjects listed as enrolled in the study 

compared to the number of informed 

consent forms on fi le.  Additionally, if 

minor subjects have been enrolled, 

but the submissions to the IRB fail 

to note that any vulnerable subject 

populations will be included, further 

scrutiny may be warranted.  If any other 

information provided by the investigator 

indicates a compliance concern (e.g., 

if the investigator self-identifi es that 

continuing review was not performed 

in a timely manner for one or more 

of the investigator's active protocols), 

this information should trigger a 

conversation and further fact-gathering 

by the auditor, in conjunction with the 

institution's compliance offi ce or legal 

counsel.

Conclusion

In the current compliance 

environment, audits, both internal and 

external, serve an extremely valuable 

purpose in any research institution's 

compliance program. Research 

compliance auditors should conduct 

their reviews, and particularly those 

geared towards issues of informed 

consent,  with a comprehensive 

understanding of the relevant study 

documents and the ways in which they 

interact.  Some research institutions 

may have already developed an 

internal system for cross-checking the 

terms of related study documents to 

ensure consistency. Auditors serve as 

an important check on these existing 

systems and, more often, serve as the 

only check on potential inconsistencies 

that threaten to undermine the 

informed consent process, disrespect 

the rights of subjects participating in 

the research, and expose institutions, 

investigators, and sponsor to increased 

moral hazard and legal risk.  !
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