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Research hospital’s online consent 
process is winning accolades
More subjects enrolled than previously

Recruiting patients in many areas of clinical trial research is a very 
slow process, contributing to delays in getting new treatments 
through the research pipeline. 

Physician researchers at one major research medical center decided the 
conventional way of recruiting participants needed to be changed from 
a paper process to an electronic one. Their goal was to create a registry 
of potential research participants using an IRB-approved electronic in-
formed consent process, says BJ Rimel, MD, a gynecologic oncologist in 
the Women’s Cancer Program at the Cedars-Sinai Samuel Oschin Com-
prehensive Cancer Institute. Rimel also serves as associate director of Gy-
necologic Oncology Clinical Trials and assistant professor in the David 
Geffen School of Medicine at University of California, Los Angeles.

The online consent process for the Internet-based data registry Re-
search for Her won an award of excellence for best practice in December 
2013 from the Health Improvement Institute of Bethesda, MD.

“The accrual to clinical trials in my world was less than 1% of pa-
tients participating in a study,” Rimel says. “The national figure is 3% to 
4%, and while it is shockingly low, our 1% is not that much lower than 
the national average.”

Rimel concluded that too few patients were registered through the 
paper format, so she worked with the Cedars-Sinai Medical Center IRB 
and other researchers to develop an online registry for recruiting women 
in a project they call Research for Her.

The results have been promising: Within 10 months of using the elec-
tronic informed consent process, they’ve recruited 280 women for the 
Research for Her project, and 21 of those women have enrolled in one of 
four different studies, Rimel says.

The IRB welcomes the electronic solution and had begun to explore 
using online consent for minimal risk research around the same time that 
Rimel was revamping the registry to include online capabilities, notes 
Rebecca Flores Stella, CIP, manager of IRB operations and education at 
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the Cedars-Sinai Medical Center office of research 
compliance and quality improvement.

“So when Dr. Rimel’s team came to us with 
their concerns and needs, their timeline pushed us 
to finalize this policy and develop a template for 
online consent,” Stella explains. 

“We developed a two-tiered level of consent that 
had the IRB ask for more information if they had 
concerns,” she adds.

In the first tier of the online consent form, a 
simplified one-page consent covers the consent 
requirement for most minimal risk research. Re-
spondents verify their identity and click on “yes” 
for consent, Stella says.

In the second tier, the IRB requires that the con-
sent process allow potential subjects to speak with 
a study coordinator by telephone or in person, she 
says.

“In our two-tiered system, if information is 
more sensitive the IRB can require that there is a 
stop and the person cannot proceed until that in-
person meeting occurs,” she explains.

The IRB will consider the complexity and 
potential risks associated with the proposed data 
registry in deciding whether an online consent 
tool is appropriate for the research study, and, if 
so, which option can best address the informed 
consent requirements.

For the Research for Her registry, the online 
form asks participants how they would like to be 
contacted. Most say they would prefer an email or 
phone call, Rimel notes.

“We want to make sure participants feel ex-
tremely confident and know what they are signing 
up for and what they’re giving us,” she says. “The 
registry contains all patient-sourced information: 
family medical history, cancer history, reproduc-
tive questions.”

It’s a survey with two pages, and completing it 
is even faster online because there are skip se-
quences for non-relevant questions, Rimel says.

“There are more questions opening up all the 
time, and we find that by using skip sequences we 
can include a few more questions for our clinical 
partners,” she adds.

When Rimel and colleagues designed the regis-
try survey, they asked questions that would pro-
vide a simple screening for existing studies. The 
survey can be adjusted for additional studies, but 
each change would require an amendment and 
IRB approval, Rimel says.

The institute’s ovarian cancer screening study 
provides a good example of how well the registry 
and its online consent and screening have worked 
for researchers. Investigators are enrolling par-
ticipants from three different risk groups for the 
ovarian cancer screening study, Rimel says.

“The first two groups were quick to enroll,” 
she adds. “The study has been open for four years, 
and the third risk group could not enroll a single 
patient in 2.5 years.”

The third risk group contains women who an-
swer “no” to all three of these questions:
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• Have you ever used birth control pills?
• Have you had a tubal ligation?
• Have you ever been pregnant?
The registry’s screening process contained those 

three questions. So when the registry opened, 
investigators used it to enroll nine women in six 
months, Rimel says.

In all, the registry had 35 women who were 
eligible for the study, and nearly one-third of them 
wanted to sign up and participate, she adds.

The IRB’s leadership is most concerned with 
subject welfare, privacy, and confidentiality, Stella 
notes.

“They look very carefully at queries to mini-
mize anything that could be upsetting or evoke 
strong emotions,” she says. “One of the IRB’s big 
steps in developing a policy was setting param-
eters under which online consent is possible.”

The new policy is called Guidance for Inter-
net Based Research Activities Involving Human 
Subjects.

By working with Rimel’s team, the IRB was able 
to identify specific benefits of an online consent 
process and to develop the policy that would make 
these possible. The IRB made sure the online pro-
cess would meet all required elements for informed 
consent and would be used for non-sensitive 
screening questionnaires, Stella explains.

“These can be used to conduct preliminary 
screening on an iPad at health fairs,” she says. 
“The online consent explains what is being done, 
how the information will be used, and if the per-
son is deemed eligible, then we can collect some 
contact information for the person.”

The electronic application is user-friendly and 
provides appropriate privacy and protection, she 
adds.

“And you don’t have someone dealing with a 
10-page consent form to answer basic medical 
questions about their medical history,” she says.

The IRB now has a template for Web-based 
applications. It has been used for minimal risk bio-
bank collections, such as banks that collect rem-
nant materials after routine medical procedures, 
Stella says.

This online consent process is building a bridge 
to future uses that also incorporate tablet technol-
ogy and are more mobile than standard informed 
consent processes, she says.

“What we’re trying to do is facilitate research 
and prevent people from making an unnecessary 
trip to a medical center to answer questions that 
they can easily answer online,” Stella explains.  n

Translation services may 
improve trial enrollment
Hospital creates affordable, simple process

Non-English speakers often are under-repre-
sented in clinical trials because of the lan-

guage barrier and the lack of resources to provide 
clear and up-to-date translations of informed con-
sent. This leads to questions of equity, an expert 
notes.

“The regulations for human subject protection 
look at equity for research participants, but they 
don’t give the best guidance on how to accomplish 
this,” says Rebecca Ballard, JD, MA, CIP, direc-
tor of the office of research integrity at Children’s 
Mercy Hospitals and Clinics in Kansas City, MO.

Ethically, it’s clear that non-English speak-
ers should be included in research, but barriers 
include very expensive translation services and 
continual changes to translated documents, result-
ing in restarting the process, Ballard explains.

“Many internally funded studies couldn’t af-
ford translation, so that led to a low inclusion of 
that population in our studies,” she says. “We 
interviewed several investigators to see what the 
problems were, and that’s how we came up with 
the translation project.”

The result is Mercy Hospital’s pilot translation 
project, which recently won an award of excel-
lence for best practice from the Health Improve-
ment Institute of Bethesda, MD.

Here are the project’s three chief aims:
1. Create a more efficient translation process. 

The IRB office came up with a solution to improve 
the translation process for study informed consent 
documents, Ballard notes.

“We found that many investigators who could 
afford translation services would go to exter-
nal translators,” she says. “One would use one 
company, and another would use a different 
company.”

Since the hospital’s investigators were using 
different translators, there were no bulk discount 
rates. This was a problem the IRB could help fix, 
she adds.

The IRB now has investigators send their 
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documents to the IRB, which then sends it to one 
translating company. The institution receives a 
bulk discount rate, Ballard says.

“It does increase staff time for our office, but 
it’s time well spent,” she says. “We have cut down 
on the review time by centralizing translation 
work and using an external vendor.”

Ballard estimates the IRB staff time on the proj-
ect adds about five hours per week.

The translation services’ costs come out of the 
IRB’s budget. The hospital administration gave the 
IRB a budget line to pay for this cost, she adds.

“We presented this as something that would be 
good for our patients, good for our research, and 
it meets ethical standards,” Ballard explains. “It 
was a no-brainer; they said, ‘What do you need 
and we’ll get it done.’”

The translation service also was made more ef-
ficient by the IRB’s approval of standard informed 
consent language that is inserted in each translated 
IC document. One example is the signature block, 
which doesn’t need to be translated over and over 
again, Ballard notes.

“We had our template translated by the com-
pany we chose, and that helps increase the ef-
ficiency,” she adds. “Having a pre-translated 
template cuts down on translation time because 
they’re proofreading that part of the form instead 
of rewriting it.”

2. Reduce barriers to enrollment. Once re-
searchers could obtain translation services through 
the IRB, the financial barrier to enrolling non-Eng-
lish speaking patients was removed, Ballard notes.

“We’ve gotten word out in the hospital and did 
a mass email to research groups,” she says. “We 
put information on our website and let people 
know on an individual basis.”

If IRB coordinators see an application that says 
they are not enrolling non-English speaking sub-
jects because of the budget, they’ll let investigators 
know that the IRB office can cover that cost, she 
adds.

“We also screen protocols on an individual ba-
sis and make people aware of the service,” Ballard 
says.

Investigators now have buy-in for the transla-
tion project and are satisfied that the turnaround 
time on translation has been cut in half from six to 
eight weeks to about three weeks, Ballard says.

3. Increase research opportunities for the hos-
pital’s population. “I’m working with the director 
of the office of equity and diversity to design an 
IRB study,” Ballard says. “We’ll survey those who 
took advantage of the translation project to see if 

they’ve enrolled these non-English speaking popu-
lations, and, if not, we’ll identify the barriers.”

Hopefully, the study will prove the project has 
improved opportunities for more populations and 
improved study enrollment diversity, she adds.

The IRB has found that the number of approved 
studies that enroll non-English speaking partici-
pants has increased since the project began. It 
increased from 54 to 70, but the evidence is anec-
dotal, which is why the IRB will study the results 
more formally, Ballard says.  n

Trial results project aims 
to increase participation
Subjects receive a results newsletter

Perhaps the best way research enterprises can 
thank the volunteers who participate in stud-

ies is by sending them the study’s findings in clear, 
simple lay terms.

“Our goal is to say ‘Thank you’ and show 
respect for people who make medical research pos-
sible — the volunteers,” says Zachary Hallinan, 
director of patient communication and engage-
ment programs for the Center for Information and 
Study on Clinical Research Participation (CISCRP) 
in Boston.

The problem is that investigators and trial sites 
are overwhelmed with research work, and even 
when they do receive results back from sponsors, 
they may not have time to translate these into lay 
language and send them to former participants, he 
explains.

“What is needed is good communication from 
the sponsor to the site and someone to make it 
easy for the site to get the results to volunteers in 
a way that is tangible,” Hallinan says. “Investiga-
tors will ask why it isn’t enough that they put the 
results on ClinicalTrials.gov, and we say it’s not 
enough because those results are aimed at a highly 
trained, medically literate group and are not for 
your average volunteer.”

CISCRP recognized the need for a consistent 
mechanism for getting results back to study volun-
teers in easy language and developed a system of 
working with sponsors to do exactly that, he adds.

CISCRP designed a study participation process 
called Communicating Trial Results. It takes the 
technical and scientific jargon in a trial’s results 
and distills the information into an informative, 
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easy-to-digest, eight-page newsletter that is sent to 
the study’s participants. The organization won a 
Health Improvement Institute award of excellence 
in December 2013 for the program.

Ninety percent of clinical research volunteers 
want to know their trial’s results, and most never 
hear a word back from the sponsor or research 
team, Hallinan says.

“We know from qualitative research that clini-
cal research does a good job of creating a positive 
experience during clinical trials,” he adds.

The problem is what happens after the last 
study visit: “That’s the end, and it can feel like 
you’re sort of forgotten,” he explains.

“We can’t let people feel that way,” Hallinan 
says. “We have to let people know they mattered; 
these are people who had a good experience and 
they could be real advocates for other people con-
sidering clinical research participation, but they 
aren’t going to do so unless they believe they are 
really partners in the clinical research process.”

From a human research protection standpoint, 
providing results to participants has positive 
emotional benefits. CISCRP measured volunteers’ 
satisfaction with the newsletter results and found 
that 91% of them were pleased with what they 
had learned about the trial, Hallinan says.

Here’s how the program works:
• CISCRP can communicate with volunteers 

from the beginning: “We build into our program a 
way to alert volunteers from the point of informed 
consent forward, and to keep volunteers informed 
and engaged while they wait for the trial results,” 
Hallinan notes.

CISCRP research found that 86% of trial 
participants want to be updated regularly by mail 
during the time period between their last site visit 
and when the trial results become available. So 
CISCRP has incorporated ongoing communication 
into its program.

• Sponsors provide data: Sponsors usually share 
data with investigator sites, but it comes in a 
technical format that would be difficult for non-
researchers to understand. So CISCRP takes this 
information from collaborating sponsors and cre-
ates the newsletters from the data, Hallinan says.

“We’re working with about 20 sponsors now,” 
he adds. “It runs the gamut from a couple of spon-
sors who say they’ll do this across their portfolios 
to others who have tried it once or twice.”

• CISCRP creates reader-friendly newsletters: 
The newsletters are written in a magazine-style 
report with large font and high contrast. CISCRP 
sent research sites the reports in envelopes, ready 

to be mailed to participants. They were pack-
aged with a brief letter of instruction, Hallinan 
explains.

For instance, the first page of a recent news-
letter highlights the words, “Clinical Trial RE-
SULTS.” The trial’s sponsoring company’s name 
follows, along with the name of the drug studied, 
the national clinical trial number, the protocol 
number, and the study date period.

The first page notes the volunteer’s importance 
in the clinical research enterprise and then thanks 
the volunteer for participating in the clinical trial, 
and it briefly describes the prescription medicine’s 
purpose. This is followed by a paragraph that has 
the sponsor also thanking the volunteer.

Pages contain photos, charts, and colorful 
graphics. 

Bright blue highlighted subheads might include 
the following:

- What’s happened since my trial ended?
- Why was the research needed?
- What kind of study was this?
- What happened during the study?
- What were the study results?
- What side effects did patients have?
- Where can I learn more about this clinical 

trial?
A Web link is provided for the full study report, 

and the last page also lists a telephone number 
that participants can call to listen to the summary 
of results.

• CISCRP measures results. CISCRP assessed 
volunteers’ knowledge of the study before and 
after they received the results. Volunteers showed 
substantial gains in the post-test, Hallinan says.

The quiz given before and after the results were 
distributed assessed the volunteers’ understanding 
of the study’s goals, common side effects, what the 
study results suggested, and why it took so long 
for the results to be ready.1

Study volunteers’ understanding of basic facts 
about their clinical trial increased by as much as 
65.6 percentage points in the pre- and post-test.1

• Obtain research site buy-in. Researchers 
and trial sites may not have the manpower and 
resources to send out results on their own, but 
with the CISCRP newsletters, it is a very easy and 
simple process, Hallinan says.

Research sites reported it took from 30 minutes 
to two hours to address and mail the reports. The 
larger sites typically were faster because they could 
computer-generate labels. Smaller sites that had 
already moved study participant addresses to an 
offsite location took the longest, he adds.
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“That’s a fairly easy fix because we just make 
sure sponsors let sites know early on to hold on to 
patient contact information,” he says.

Clinical trials are competing for the same pa-
tient populations, and the percentage of people 
participating in research has remained flat, result-
ing in long waits as trials take longer and longer to 
accrue participants, Hallinan says.

“There’s a real struggle across the industry to 
get more patients enrolled,” he adds. “To a large 
extent, a program like this one will be something 
that benefits the research enterprise as a whole and 
not just benefit an individual sponsor.”

By sending participants trial results and building 
on the positive experiences they may have had, the 
program aims to benefit all research and, perhaps, 
help increase interest in research volunteerism, he 
says.

CISCRP will continue creating the results news-
letters for any sponsors that request the service, 
Hallinan says.

“We are actively growing this program in 
response to growing need and requests for it, and 
we’re also supporting efforts to make resources 
and guidelines available freely across the research 
enterprise,” he adds.

REFERENCE
1. Getz K, Hallinan Z, Simmons D, et al. Meeting the obliga-
tion to communicate clinical trial results to study volunteers. 
Expert Rev Clin Pharmacol. 2012;5(2):149-156.  n

QI Quick Tips

Try this 30-second QI 
solution for IC
Follow tips for better IC documentation

Informed consent templates are useful when an 
IRB office starts a new process or when there 

are new employees or new investigators submit-
ting applications, but an experienced office can 
improve IC review quality by weaning its staff off 
of templates, an expert suggests.

“I tell people to spend 30 seconds looking at 
what you need; don’t rely on templates,” says 
Eunice Newbert, MPH, manager of education and 
the quality improvement program at Children’s 
Hospital Boston.

“Informed consent templates are to help inves-
tigators and are not required,” she adds.

For example, IRB staff should know without 
using a template to pay close attention to common 
IC omissions and mistakes, such as a signature 
that is missing or placed on the wrong line, New-
bert says.

“If a parent signs the witness signature line, 
then the informed consent is invalid,” she adds. 
“We can report it as a deviation and fix things, but 
you have to think about whether it is fair to the 
subject.”

The solution is prevention through training staff 
to mentally note the placement of signatures on 
every IC form.

“If you spend 30 seconds looking at all signa-
ture lines to see if someone signed the wrong line 
and to have this corrected, then it can make a 
huge difference,” Newbert says. “It’s better to do 
this instead of waiting and two years later to be 
audited.”

Newbert offers several additional quick quality 
improvement tips, including these:

• Signature dates. IRB staff also should watch 
for IC signature and date discrepancies. If the 
investigator’s signature is dated earlier than the 
subject’s, then there is a problem, Newbert says.

The Food and Drug Administration (FDA) pays 
close attention to signature dates, Newbert notes.

“I read FDA warning letters, and next to prob-
lems with enrolled ineligible subjects, they have a 
suspicion of how a person’s signature is dated,” 
she explains. “The signature date is one of the 
ways the FDA can determine whether a study 
began prior to informed consent.”

If the subject is enrolled on the same day he or 
she signs the IC form, then time-stamp or write 
down the time the signature was obtained and 
verified, she suggests.

• Have a back-up plan for lost forms. IRBs 
should have a back-up plan for lost data. For in-
stance, if a case report form is missing — both the 
hard copy and electronic one — then there should 
be a way to replace the data, Newbert notes.

“You could look at the medical records and 
verify that data,” she says.

If informed consent forms are missing, there 
should be notes somewhere in the medical records 
or clinical notes that the informed consent was 
obtained on a specific date, Newbert explains.

“If you lose a consent form, then report it as 
a deviation to the institution, sponsor, and appli-
cable agencies,” she says. “A lot of times people 
will go back and get a reconsent, but these days 
people need to document it additionally, keeping 
all signed and updated versions.”
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• Use the correct IC form. One of the most 
common mistakes is when researchers use the 
wrong version of the informed consent form. They 
also might update their form in the continuing 
review process but do not report it as a deviation, 
Newbert says.

“Our institution created an informed consent 
library for the purpose of minimizing nonactive 
consent forms,” she explains. “You can log into 
this IC library and download only the most re-
cently approved version.”

The library works remarkably well, Newbert 
says.

“Investigators are responsible for making sure 
that whatever they’re downloading is current,” 
she adds. “So if they know there is an amend-
ment that needs to be uploaded, and if it’s not 
uploaded, then the IRB has to specifically upload 
the document.”

A few years after the IC library was created, 
Newbert discovered that investigators were relying 
a little too much on it, and she had them correct 
the mistake.

“I did internal audits and would go into their 
regulatory binders and say, ‘Where are your in-
formed consent versions?’ They said, ‘We have the 
informed consent library now,’” she recalls. “I’d 
say, ‘No, no, no — the library only maintains the 
most recent version, not the previous ones. You 
have to keep the older versions in your files.’”

• Verify parent/guardian signature. “Since 
we’re a pediatric institution, we have a lot of legal 
guardian signatures,” Newbert says. “Whenever 
there’s a line that says to specify relationship to 
the child, we need to ensure it is complete and 
accurate.”

The person who signs the line must be the per-
son who writes down the relationship to the child 
and who has the legal right to give permission for 
the child, she adds.

“We’ve had a couple of situations where it’s a 
stepparent or aunt sign the form, and that’s not 
a legal guardian, and they can’t provide permis-
sion,” Newbert says.

“Once there was a situation where a coordina-
tor called in a panic after realizing that the person 
who signed the consent form was the nanny of the 
child,” she adds. “The coordinator thought the 
nanny was the mother.”

This example demonstrates how researchers 
should never assume a relationship. The coordina-
tor had seen the woman taking care of the child 
and had her sign the informed consent form. But 
the woman left the line blank where it asked for 

her relationship to the child, so the coordinator 
wrote “mother.” As it turned out, the child’s ac-
tual mother did consent to the child’s enrollment, 
and everything was worked out once the error was 
discovered, Newbert notes.

IRBs and researchers also should be aware that 
children’s names and their parents’ names do not 
always match. Often the child’s mother will sign 
the form and her name is different from the child’s 
and the father’s. This makes it challenging to 
match subjects to parental signatures, she adds.  n

Essentials document 
defines protocol ethics
Ethics Essentials gives researchers a reference

Developing a sound, ethical protocol is the top 
goal for any researcher or IRB. But the basic 

ethical elements and the considerations behind 
an investigator’s choices may not always be clear, 
often resulting in back-and-forth discussions be-
tween investigators and IRBs reviewing the proto-
col. A group from Harvard University collaborated 
with other research stakeholders to develop an 
ethics reference tool for investigators. 

The Multi-Regional Clinical Trials Center 
(MRCT) at Harvard University in Cambridge, 
MA, was formed to improve multi-regional trials, 
particularly in the developing world. The center 
seeks to improve transparency, establish best prac-
tices, develop standards, and improve the safety 
and efficacy of trials.

In planning meetings to develop initiatives for 
improving clinical trial standards in developing 
countries, MRCT’s work group found that ethical 
elements are not always plainly expressed within a 
protocol design.

“One of the things that became clear is that 
there is very rarely an ethics section in a protocol 
that explains to IRBs, investigators, study staff and 
prospective participants how the protocol draft-
ers address ethical questions, why they think their 
choices are the most appropriate, and how they 
arrived at their conclusions,” says Barbara Bierer, 
faculty co-director and co-chair, MRCT Execu-
tive Committee, senior vice president of research, 
Brigham & Women’s Hospital, and professor of 
medicine, Harvard Medical School. “Those con-
siderations are embedded in the trial design, but 
rarely explicit.”
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Ethics Essentials tool kit

MRCT created the Ethics Essential Elements 
document as a reference for researchers to build 
a clear ethical framework and to further explain 
the rationale behind the study design. The tool, 
released in November 2013, was designed to help 
clinical researchers consider the ethical points of 
the protocol design and explain those elements to 
IRBs and other investigators. 

“We thought if we made [ethics issues] explicit 
so that investigators understand the complex ques-
tions and considerations, they can address how 
they answered those questions and explain the eth-
ics in the context of the protocol. It gives the ethics 
committee the opportunity to think through these 
same issues and analysis to agree, disagree, or look 
for further information,” Bierer says. “At a mini-
mum, such an approach will increase transparency 
and decrease the back-and-forth that so often 
occurs between ethics committees and the protocol 
drafters.” It may also improve the efficiency and 
quality of IRB review, as ethical considerations 
are already developed and put in writing prior to 
submission, she says.

The document recommends that each protocol 
have a dedicated ethics section to address or cross-
reference the essential elements. The tool names 11 
elements of ethics, including the following:

• addressing relevant question;
• choice of control and standard of care;
• choice of study design;
• choice of subject population;
• community engagement;
• informed consent;
• potential benefits and harms;
• return of results and management of inciden-

tal findings;
• post-trial access;
• payment for participation;
• study-related injury.
Ethics Essentials includes two parts: the Eth-

ics Tool Kit and the Ethics Essential Elements 
and Point to Consider Reference Document. The 
Ethics Tool Kit includes an introduction to the 
element, questions to consider and a space in 
which to write answers, examples of each element, 
and definitions of terms. The PDF document also 
contains hyperlinks in the table of contents and 
throughout each section for easier navigation. For 
example, Essential Element 1 defines a “relevant 
question” and explains the elements of a question. 
The Points to Consider sections asks: “Why is 
the development of this therapy needed? What 

is the unmet need? Explain the justification for 
this particular study.” Hyperlinks within the sec-
tion lead to examples of responses to the Points 
to Consider questions. The format, layout and 
logic, and interface of the document was enabled 
by a collaboration with Public Responsibility in 
Research and Medicine (PRIM&R).

The Points to Consider Reference Document 
gives additional resources and references. It gives 
examples of real-world situations for each essen-
tial elements, and links to past studies and  
guidances.

Defining the essentials

During the development phase of the tool, 
MRCT convened a multi-stakeholder group in-
cluding IRB members, bioethicists, investigators, 
lawyers, regulatory agencies, investigators, pro-
tocol drafters and others involved in research to 
meet periodically and present ideas on the project. 
The group spent more than a year in meetings 
and teleconferences to define what it means to be 
an essential ethics element, and what should be 
included in the tool kit. “It took over a year to 
put these documents together in terms of having 
an approach, drafting the questions and consid-
erations behind them, explaining what the issues 
were and developing the tools that we present,” 
Bierer says.

“Everyone gave their ideas of what would be 
important enough to include,” adds Jacquelyn 
Murphy, MPH, project manager/program admin-
istrator, MRCT. “They looked at what protocol 
documents included, what isn’t touched on too 
much in the documents, and what they found to 
be glaringly absent. So there was a lot of thought 
when considering what elements we should in-
clude in the document.”

While the ethics guidelines are written gener-
ally for any protocol, MRCT encourages their use 
in clinical research in developing countries. For 
example, the Community Engagement element de-
fines key terms and points to consider for collabo-
rating and engaging with host communities and 
minimizing exploitation. It explains the different 
ways in which the term “community” may be de-
fined, and gives examples of who could be consid-
ered a community leader (e.g. elected mayor, tribal 
council). The Points to Consider section gives 
spaces for researchers to describe plans for con-
sulting community leaders, developing informed 
consent that the community can understand, and 
plans for data access and dissemination of results 
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to the population. 
Although the Ethics Essential Elements was 

released only recently, Bierer and Murphy say there 
has been positive feedback. MRCT conducted a 
survey of small and academic research institutions 
to gauge the early interest in the Ethics Essential 
Elements. “A number have said they used our 
Ethics Essentials to modify their own checklists,” 
Murphy says. “Even if they’re not using the tool 
as presented, they said it helped their processes.” 
The group plans to gather more data on the tool’s 
usage and tweak the tool as needed. “We do want 
to improve this over time and make it more user-
friendly,” she says. 

The center is also considering follow-up projects 
based on the tool kit, including projects centered 
on IRBs. “One of the things we’re considering as 
a follow-up project is an ethical checklist for the 
IRB,” Bierer says. “We have written a toolkit for 
the people who design the protocol and trial; we 
should also have a comparable framework for IRB 
analysis specifically for IRBs that have not devel-
oped their own tools.”  n

New HIPAA rules clarify 
authorizations
Compound authorizations now permitted

In March 2013, the Department of Health and 
Human Services (HHS) issued a final omnibus 

rule modifying various aspects of the Health Insur-
ance Portability and Accountability Act (HIPAA) 
to implement provisions of the Health Informa-
tion Technology for Economic and Clinical Health 
Act (HITECH). These rules include a few notable 
changes that affect research programs, including 
provisions related to compound authorizations 
and authorizations for future research use and 
disclosure of protected health information (PHI).

“It was a pretty big shift that had been an-
ticipated in the proposed rule, and it addressed 
unnecessary obstacles in getting authorization to 
the use of protected health information in research 
work,” says Kate Heffernan, JD, counsel and chair 
of the Academic and Clinical Research Group at 
Verrill Dana, LLP, in Boston.

One of the most notable changes for IRBs is the 
way in which authorizations can be combined. 
The previous HIPAA rule prohibited compound 
authorizations on a single form — an authoriza-

tion for research-related interventions could not 
be combined with an authorization for the use 
and disclosure of PHI for other unconditioned 
activities. For example, an authorization for 
future blood or tissue banking (an unconditioned 
authorization) could not be combined with a con-
sent for participation in a clinical trial in which 
an experimental treatment would be provided (a 
conditioned authorization). This created addi-
tional paperwork for researchers, as they had to 
obtain multiple authorization forms depending 
on the requirements of the study. This rule was 
also inconsistent with the Common Rule, which 
does not prevent an informed consent form from 
combining authorizations.

“The problem was that if you had a condi-
tioned authorization combined with an uncon-
ditioned one, you couldn’t have them on the 
same form even if they both related to the same 
research study,” says Robyn Shapiro, partner, 
Drinker Biddle & Reath, LLC, in Milwaukee. “It 
was awkward — you needed two consent docu-
ments because that’s how you had to break it 
apart.”

The modified rule allows for compound autho-
rizations on the same form, as long as the autho-
rization clearly differentiates between the condi-
tioned and unconditioned components and there 
is a clear way for participants to opt in to the 
unconditioned research activities. Commentary 
to the final rule notes that an “opt in” check box 
can be used on the form for the unconditioned 
component, but an “opt out” box cannot be 
used because it does not provide a clear way to 
authorize the optional research activity — some-
thing that IRBs could find confusing, Shapiro 
says. “IRBs were used to looking at two separate 
consents in the hypothetical [involving research-
related treatment and an optional tissue and data 
banking component]. Now they’re seeing one 
consent, but they need to be sure there’s clear 
difference between the two, and clear, affirma-
tive authorization of the unconditional, optional 
research activities.”

“It has to be clear that there are distinct activi-
ties in play,” Heffernan adds.

Clearing up future use

Future use authorizations have been a head-
ache for IRBs, Shapiro says. Under HHS’s prior 
interpretation of the Privacy Rule, research au-
thorization had to be study specific, even though 
researchers themselves were often not sure what 
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the PHI would be used for down the line. The 
Common Rule, however, does not prohibit com-
pound authorizations. The HIPAA rule was seen 
as encumbering future research, she says. “The 
government hasn’t issued a new rule about this, 
but in interpreting the rule, it has changed its 
mind about the specificity required to have a valid 
authorization for future use of PHI,” she adds 

Under HHS’s modified interpretation in the 
Final Rule, an authorization for use or disclosure 
of PHI for future research purposes does not have 
to be study specific. Instead, the authorization 
must describe the purposes so that it would be 
reasonable for the individual to expect that his or 
her PHI could be used or disclosed for such future 
research. For instance, an oncology trial consent 
form may ask participants to authorize PHI for 
use in future cancer studies. “Would it then be 
OK for a future researcher to use the PHI for an 
Alzheimer’s study? My interpretation would be 
no — in that set of circumstances, it would not be 
reasonable for the subject to determine the PHI 
would be used for Alzheimer’s research,” Shapiro 
says. “It all depends on how that future use is de-
scribed and if you can say it would be reasonable 
for the person to expect that the first permission 
would cover the future use.”

“The IRB can review that future downstream 
use to see if the original consent was sufficiently 
broad to cover it, or if the secondary use is too far 
afield to allow for that,” Heffernan says. “Assum-
ing the secondary use warrants IRB review, there’s 
still an analysis that occurs at the future point in 
time to see whether the individual would have 
understood the consent and authorization to cover 
the future activity.”

Although the effective date of the Omnibus 
Rule was almost a year ago, IRBs may still be fac-
ing some confusion when developing or approv-
ing consent forms, Shapiro says. “It’s supposed to 
make it easier, but could be confusing,” she says. 
“I think it will put more burden on the IRBs to 
make judgment calls. IRBs already have full plates 
with all sorts of things, and with additional judg-
ment calls with all of this, it’s a lot to handle.”

“It’s silly that there are multiple forms, but it 
can also be very difficult to address these different 
activities — one required, one not — in one form 
without it becoming two authorizations in one 
document,” Heffernan adds. “The fundamental 
challenge institutions face is how to implement the 
change in a way that promotes efficiency and is 
not confusing.”

Shapiro and Heffernan offer these tips to IRBs 

for navigating the Omnibus Rule:
• Hold training sessions for staff. “There are 

so many things they [IRBs] are responsible for 
— having a discussion about this rule and how it 
relates to what they do would be a good idea,” 
Shapiro says.

• Create templates for compound authorization 
forms. “The important thing to think about is 
that certain things are now allowed, but there are 
requirements attached,” Heffernan says. “Those 
requirements can be met through proper templat-
ing, and through reviewing documents in real 
time.”

• Have a “cheat sheet” for IRB members. The 
cheat sheet can include examples of acceptable 
compound authorizations, and what will and 
will not work according to HIPAA rules. “They 
might be able to do the same thing with a tem-
plate guidance document on how they will evalu-
ate compound authorizations for future use, and 
those that they would be comfortable approving,” 
Shapiro says. She also suggests offering these tips 
to study coordinators and other staff who may 
handle consent and authorization documents.

Additional changes

Other notable changes for IRBs include:
• Clarification to business associate relation-

ships and agreements. HHS clarified that third-
party or central IRBs do not count as business as-
sociates of the covered entity research institution. 
“That had been a point of confusion over the 
existing rules,” Heffernan says. Institutions can 
still use privacy contract requirements they feel 
are appropriate, she says. “[Institutions] should 
still be thoughtful about privacy agreements — 
nothing in HIPAA precludes them from contract 
terms they feel are appropriate,” Heffernan says. 

Business associates now include patient organi-
zations, health record vendors, and health infor-
mation services. 

• Breach notification rules. The Omnibus Rule 
now defines a breach as disclosure, access, use, or 
acquisition of PHI without permission. Notifica-
tion isn’t required if it is shown that there is low 
risk of data compromise, or if the PHI is properly 
encrypted. 

“The breach piece doesn’t fall to [the IRB] so 
much because that is usually handled by the pri-
vacy office or officer, but I do think it’s important 
for IRBs to be educated on these requirements 
and be aware of them and be part of the process 
of facilitating the compliance,” Heffernan says.  n



March 2014 / IRB ADVISOR 35

COMING IN FUTURE MONTHS

CNE/CME OBJECTIVES & INSTRUCTIONS

The CNE/CME objectives for IRB Advisor are to help 
physicians and nurses be able to:

• establish clinical trial programs using accepted ethical 
principles for human subject protection;

• apply the mandated regulatory safeguards for patient 
recruitment, follow-up and reporting of  
findings for human subject research;

• comply with the necessary educational requirements 
regarding informed consent and human  
subject research. 

Physicians and nurses participate in this continuing 
education program and earn credit for this activity 

by following these instructions.
1. Read and study the activity, using the provided ref-

erences for further research.
2. Scan the QR code to the right or 

log on to www.cmecity.com to 
take a post-test; tests can be taken 
after each issue or collectively at 
the end of the semester. First-time 
users will have to register on the 
site using the 8-digit subscriber 
number printed on their mailing label, invoice or 
renewal notice. 

3. Pass the online tests with a score of 100%; you will 
be allowed to answer the questions as many times 
as needed to achieve a score of 100%. 

4. After successfully completing the last test of the 
semester, your browser will be automatically di-
rected to the activity evaluation form, which you will 
submit online. 

5. Once the completed evaluation is received, a credit 
letter will be e-mailed to you instantly.  n 

n IRB model for QI 
projects

n Streamline social 
and behavioral 
protocols during 
peak submission 

n Create optimal 
educational 
resources for IRB and 
researchers

n IRBs and vulnerable 
populations

“No more than minimal 
risk” for vaccine trial

The federal government would have to take 
multiple steps before anthrax vaccine trials 

with children could be ethically considered, ac-
cording to a March 2013 report from the Presi-
dential Commission for the Study of Bioethical 
Issues.

“Research with children is ethically distinct 
from other research, especially when the research 
in question promises no prospect of direct benefit 
for the participants,” explains Lisa M. Lee, PhD, 
MS, the Commission’s executive director.

While competent adults can consent to accept 
risks for the benefit of others during research, 
children are legally prohibited and ethically unable 
to consent to accept this burden. 

“Pre-event pediatric research involving medical 
countermeasures, like Anthrax Vaccine Adsorbed, 
involves testing children for a hypothetical condi-
tion with an undefined — and perhaps unknow-
able — likelihood of occurring,” says Lee. No 
child today, for example, is suffering from an 
inhalational weaponized form of anthrax; there-
fore, there is no prospect of direct benefit. “While 
the knowledge gained could be profoundly useful 
in the event of an attack, we may never have — 
and hope never to have — occasion to use it,” says 
Lee.

Because individual children who would be 
enrolled in pre-event medical countermeasures 
research do not stand to directly benefit from 
the research, or have no condition about which 
generalizable knowledge is likely to be gained, 
the Bioethics Commission concludes that, absent 
extraordinary circumstances, pre-event medical 
countermeasures research with children is ethical 
only if it presents “no more than minimal risk” to 
study participants.

“Minimal” risk means no greater risk than that 
routinely faced by a healthy child in daily life or 
during a medical check-up, explains Lee. If mini-
mal risk research is not possible, national level 
review is necessary.

In keeping with its recommendation of a strict 
risk limit in pre-event pediatric medical counter-
measures research, the Bioethics Commission calls 
for completing all prior ethically sound testing 
— for example, modeling, testing in animals, and 
testing in the youngest adults — to assess the level 
of risk likely posed by pre-event pediatric medical 

countermeasures research. 
If the risk level for the oldest group of children 

is determined to be minimal and it can be scientifi-
cally inferred that the risk would be similar in the 
next youngest group, the Bioethics Commission 
recommends that progressive testing with younger 
and younger children could be employed, begin-
ning with the oldest children in order to provide 
additional protection to younger children.
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“This approach — called age de-escalation — 
would help to ensure that data from an older age 
group inform the research design and risk level 
for the next younger age group,” says Lee. “The 
research could only continue to the next level if the 
risk is determined to be minimal.”  n

1. When Cedars-Sinai Medical Center switched 
its clinical trial enrollment registry from a paper 
process to an electronic process using online 
informed consent, what were the enrollment 
results?
A. Accrual to clinical trials increased from 1% to 
4%
B. Screen failures increased by 37%
C. Within 10 months, 280 women were recruited 
for one project and 21 women enrolled in one of 
four different studies
D. None of the above

2. Which of the following is not one of the three 
goals of Mercy Hospital and Clinic’s improved 
translation process for informed consent docu-
ments?
A. Create a more efficient translation process
B. Cut costs on study accrual and enrollment
C. Reduce barriers to enrollment
D. Increase research opportunities for the hospi-
tal’s population

3. The Center for Information and Study on Clini-
cal Research Participation (CISCRP) in Boston 
found that what percentage of trial participants 
want to be updated regularly by mail after their 
last study visit and before their trial results are 
available?
A. 16%
B. 25%
C. 59%
D. 86%

4. According to Barbara Bierer, faculty co-director 
and co-chair, MRCT executive committee, the 
Ethics Essentials Tool Kit may not decrease back-
and-forth between committees and researchers.
A. True
B. False


