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HOW UP TO 
DATE ARE YOUR 
POLICIES AND 
PROCEDURES 

ABOUT 
ENROLLING 

STUDENTS AND 
EMPLOYEES IN 

STUDIES?

OHRP letter highlights importance 
of having student subject P&Ps
Complaint involved student athletes

Problems involving student 
research participants are rare, 
but even the occasional issue 

can be a major headache for IRBs 
and research institutions. That’s what 
one organization discovered when a 
confidential complaint resulted in an 
investigation by the 
Office for Human 
Research Protections 
(OHRP) last year.

OHRP recently 
investigated several 
studies enrolling 
students and looked 
into questions of 
informed consent 
and the possibility of 
enrollment coercion 
at East Tennessee 
State University 
(ETSU) in Johnson City.

A confidential complaint to OHRP  
alleged that student athletes were tested 
on physical performance characteristics 
by doctoral students who used data for 
research purposes, according to a letter 
dated Sept. 25, 2014, by OHRP to East 

Tennessee State University.
“This was a learning experience 

in trying to do the right thing,” says 
William R. Duncan, PhD, vice provost 
for research and sponsored programs at 
ETSU.

ETSU addressed OHRP’s concerns 
and made policy changes 

as part of its corrective 
action.

“First of all, we 
started at the level of 
the IRB and did some 
educational programs 
for IRB members, 
raising their awareness 
and to make sure they 
had a thorough review 
of circumstances in 
research involving 
students,” Duncan 

explains. “We’ve 
developed a brochure for students who 
are considering participation in research 
studies and posted this at every site.”

OHRP’s attention on the issue 
raises a question for IRBs: How up to 
date are your policies and procedures 



38   |   IRB ADVISOR / April 2015

IRB Advisor, 
ISSN 1535-2064, is published monthly by  
AHC Media, LLC
One Atlanta Plaza
950 East Paces Ferry Road NE, Suite 2850
Atlanta, GA 30326. 

Periodicals Postage Paid at Atlanta, GA 30304 and at 
additional mailing offices. 
GST Registration Number: R128870672.

POSTMASTER: Send address changes to: 
IRB Advisor 
P.O. Box 550669
Atlanta, GA 30355. 

SUBSCRIBER INFORMATION: 
Customer Service: (800) 688-2421. 
customerservice@ahcmedia.com. 
www.ahcmedia.com
Hours of operation: 8:30 a.m.- 6 p.m. Monday-Thursday; 8:30 
a.m.-4:30 p.m. Friday, EST.

SUBSCRIPTION PRICES: 
Subscription rates: U.S.A., Print: 1 year (12 issues) with free 
AMA Category 1 CreditsTM or Nursing Contact Hours, $419. 
Add $19.99 for shipping & handling. Online only, single 
user: 1 year with free AMA Category 1 CreditsTM or Nursing 
Contact Hours, $369. Outside U.S., add $30 per year, total 
prepaid in U.S. funds.  

MULTIPLE COPIES: Discounts are available for group 
subscriptions, multiple copies, site-licenses or electronic 
distribution. For pricing information, call Tria Kreutzer at 404-
262-5482. Back issues, when available, are $75 each. (GST 
registration number R128870672.)
Missing issues will be fulfilled by customer  service free of 
charge when contacted within one month of the missing 
issue’s date.  
 
ACCREDITATION: AHC Media, LLC is accredited by the 
Accreditation Council for Continuing Medical Education to 
provide continuing medical education for physicians. 

AHC Media, LLC designates this enduring material for a 
maximum of 18 AMA PRA Category 1 Credits™. Physicians 
should claim only credit commensurate with the extent of 
their participation in the  activity.

AHC Media is accredited as a provider of continuing nursing 
education by the American Nurses Credentialing Center’s 
Commission on Accreditation. This activity has been 
approved for 15 nursing contact hours using a 60-minute 
contact hour. Provider approved by the California Board of 
Registered Nursing, Provider #14749, for 15 Contact Hours.

This activity is intended for clinical trial research physicians 
and  nurses. It is in effect for 36 months from the date of 
publication.

Opinions expressed are not necessarily those of this 
publication. Mention of products or services does not 
constitute endorsement. Clinical, legal, tax, and other 
comments are offered for general  guidance only;  professional 
counsel should be sought for specific  situations.

EDITOR: Melinda Young.
ASSOCIATE MANAGING EDITOR: Jill Drachenberg, (404) 
262-5508 
(jill.drachenberg@ahcmedia.com).
DIRECTOR OF CONTINUING EDUCATION AND 
EDITORIAL: Lee Landenberger.

PHOTOCOPYING: No part of this newsletter may be 
reproduced in any form or incorporated into any information 
retrieval system without the written permission of the 
copyright owner. For reprint permission, please contact AHC 
Media, LLC. Address: P.O. Box 550669, Atlanta, GA 30355. 
Telephone: (800) 688-2421. Web: www.ahcmedia.com.

Copyright © 2015 by AHC Media, LLC. IRB Advisor is a 
registered  trademark of AHC Media. The trademark IRB 
Advisor is used herein under license. All rights reserved. 

EDITORIAL QUESTIONS
Questions or comments? 

Call Jill Drachenberg,
(404) 262-5508.

(P&Ps) about enrolling students and 
employees in studies?

Proactive policies and procedures 
are one way IRBs and research 
institutions can prevent problems 
that lead to OHRP investigation, 
according to a regulatory services 
specialist.

“We have considered students as a 
kind of vulnerable population, even 
though they’re not vulnerable by the 
regulations,” says Alyson Stearns, 
regulatory services specialist at the 
University of Texas at Arlington.

“Students are here to be educated, 
and we want to make sure they 
receive the best education possible 
without any coercion or undue 
influence,” Stearns adds.

The institution has published 
on its website detailed guidance 
for enrolling university students 
as research subjects. The guidance 
clearly states, “Care should be taken 
to eliminate or reduce the risk 
that undue influence of faculty or 
coercion affects student participation 
in research.”

The complaint to OHRP raised 
questions about student participants 
who were under age 18 and did not 
have parental consent and about 
studies conducted by team coaches 
whose participation could have a 
coercive impact on student athletes.

“The complainant also alleged 
that the same doctoral students are 
often team coaches, so the student 
athletes believe that if they do not 
agree to have the test results used 
for research purposes they will not 
be able to play and will lose their 
athletic scholarships,” OHRP stated 
in its letter to ETSU. “There was also 
concern that, if students are taking a 
course being taught by the doctoral 
student, they will get a poorer 
grade if they don’t participate in the 
research.”

Since the OHRP investigation 

began, ETSU instituted corrective 
actions that include audits of studies 
involving students and requiring 
further human research protection 
training for the researchers named in 
the complaint, the letter states.

Corrective actions, as named in 
OHRP’s letter, include:

• The principal investigator 
strengthened the informed consent 
language to say that refusal to 
participate in the study would not 
affect students’ grades.

• IRB members will observe the 
IC process for the study at three 
random times in the next year.

• The organization would develop 
a standard checklist for individuals 
obtaining consent to ensure that 
assents and parental permissions were 
obtained when necessary.

• There would be further 
educational programs for IRB 
members to ensure a thorough 
review of circumstances related to the 
consent process in studies involving 
students.

• The organization would 
develop a new brochure for students 
considering research participation.1

OHRP’s four-page letter 
concludes by saying ETSU made 
corrective actions, addressing all 
concerns and determinations, and 
there would be no need for further 
OHRP involvement.1

IRBs should always be alert to 
the possibility of undue influence 
when studies enroll students, notes 
Mary-Collette Lybrand, MS, CCRP, 
regulatory services manager at the 
University of Texas at Arlington.

“There are at least 30,000 students 
here, and if you’re doing a research 
project with students, that’s a whole 
lot of people right at your fingertips,” 
Lybrand says. “We can’t talk to all 
30,000 students one on one, but 
having guidance online can be very 
helpful so everyone can be on the 
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same page when recruiting students.”
The ETSU IRB will learn more 

about students’ perceptions of 
research enrollment by interviewing 
students who are participating in 
studies to understand their perception 
of the consent process and whether 
they felt coerced, Duncan says.

“I’ve been here six years, and we’ve 
not had any students complain to us 
about the consent process or that they 
felt coerced,” he notes.

If students have any concerns 
about a study, they can contact 
ETSU’s research office and IRB to 
express their concerns confidentially, 
Duncan says.

But no one came forward to the 
IRB with the complaints that were 
sent to OHRP, he adds.

Having policies and procedures 
that address enrollment of university 

employees, as well as students, is a 
good way to prevent problems, says 
Martha Jones, executive director 
of the human research protection 
office at Washington University in St. 
Louis.

“Faculty members teaching or 
running a lab have a lot of authority 
over the people working for them or 
over students,” Jones says.

At a different institution, Jones 
once heard a complaint made by a 
lab employee who had worked for 
one research scientist for many years. 
“The employee was leaving the job 
after many years in the lab, and he 
said, ‘One thing I wanted to share is 
I always felt pressure whenever my 
faculty member had a study that just 
needed blood. I always felt I had to 
volunteer,’” Jones recalls.

The IRB wasn’t aware that 

coercion was occurring because no 
one had complained earlier, she notes.

A good policy for an IRB is 
to say that where there is a study 
that could enroll anyone, then it 
shouldn’t directly recruit students or 
staff simply because they’re the most 
convenient to recruit, Jones says.

“They should post fliers, and if one 
lab employee sees the flier and wants 
to participate, then that’s fine,” she 
suggests. “But they should not feel 
obligated to participate because they 
work in the lab.”

REFERENCE
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University IRBs need clear policies regarding 
student enrollment, experts say
P&Ps should be available to all

One of the simpler ways to 
prevent regulatory problems 

with student or employee research 
recruitment is to have clear, well-
outlined policies and procedures 
(P&Ps) or guidance available for all 
to see.

Here are some points that 
should be included in an IRB’s 
policies regarding students and 
research, according to experts.

• Include guidelines to avoid 
undue influence and coercion. 
The guidelines for Washington 
University in St. Louis list coercion 
under the first heading. The policy 
states that teacher-researchers 
should not use as research subjects 

any students or employees they 
currently supervise in a teaching 
or work situation. But when it is 
justified to enroll these students or 
employees, the students/employees 
should be treated as a vulnerable 
population.

The institution’s guidelines also 
address having an alternative to 
research available for students who 
might volunteer for a study so they 
can earn academic credit.

“If they don’t want to participate 
in research, they should be able 
to do something else that takes 
equivalent time and effort and 
gets class credit,” says Martha 
Jones, executive director of the 

human research protection office at 
Washington University in St. Louis.

“If the requirement is that you 
do three research experiences of 
one hour each, then the alternative 
might be to write three reviews or 
to go to three one-hour talks on 
campus,” Jones adds.

Similarly, university employees, 
including graduate and lab 
assistants, could be influenced 
without the investigator being 
aware that it’s happening, Jones 
says.

“Especially in a laboratory 
setting where they’re working so 
closely together, it doesn’t always 
occur to people that the employee-
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employer relationship could have 
some ramifications when you’re 
talking about research,” she 
explains.

The University of Texas at 
Arlington’s guidance states that all 
solicitation of volunteer student 
subjects for research must be done 
in a non-coercive manner. “To 
avoid undue influence, subjects 
should be recruited by a general 
announcement, central posting or 
announcement mechanism,” the 
guidance says.

“Instructors are aware there are 
clear boundaries if this is a research 
project, and there can be an opt-
out situation,” says Alyson Stearns, 
regulatory services specialist at UT 
Arlington.

Students should be offered 
alternatives to enrolling in research, 
such as participation in another 
classroom activity, says Mary-
Collette Lybrand, MS, CCRP, 
regulatory services manager at UT 
Arlington.

• Provide policies and 
procedures (P&Ps) as well as 
education to students, faculty, 
and others. Often, problems arise 
simply because a researcher hasn’t 
thought of a situation the same way 
that an ethics board or a volunteer 
might see it, Jones notes.

Education and easily accessible 
P&Ps are potential solutions.

“We have different reach-
out methods to the student 
population,” Lybrand says. “We go 
to the classroom and speak directly 
to nursing students, engineering 
students, or psychology students, 
and twice a year we have mini 
conferences for faculty and staff 
with all-day discussions and 
panels.”

Those conferences always 
include the topic of using 
university students as research 

subjects, she adds.
Also, an institution can establish 

a potential subject pool in which 
students can register as possible 
volunteers. There can be rules and 
guidelines for using the pool.

For instance, UT Arlington’s 
guidance on enrolling university 
students is open to the public on its 
website and includes an outline for 
departmental considerations when 
using student subject pools.

The outline addresses the 
definition and purpose of a subject 
pool, issues concerning the use of 
subject pools, documentation, IRB 

responsibilities, the main risks, 
obtaining parental consent and 
child assent, requirements for use 
of the subject pool, recruitment 
vs. informed consent, and special 
issues in prescreening and database 
management.

For example, under requirements 
for the use of the subject pool, the 
following items are listed:

- only exempt or minimal risk 
research will be permitted;

- parental consent for those 
under 18, if the data is intended for 
research use;

- students fully informed of their 
rights as participants;

- documentation of participation 

to receive credit remains 
separate from documentation for 
participation in the research;

- studies must have IRB approval 
prior to initiation;

- must provide comparable 
alternatives;

- decrease presence of coercion.
• Address recruitment 

techniques. The Washington 
University guidelines explicitly 
state that students, employees, 
and normal volunteers should 
be recruited through general 
announcements or advertisements 
rather than individual solicitations.

The guidelines also say that if a 
researcher requests consideration 
of recruitment of students or 
employees whose evaluation is at 
risk of being influenced as a result 
of research participation or non-
participation, then the human 
research protection office may 
suggest use of a disinterested third 
party to recruit participants.

“We have faculty who do 
socio-behavioral science type of 
research, and they might want to 
look at different types of teaching 
methods in the classroom,” Jones 
says. “Often they want to look 
at methods they’re familiar with 
and using, and so there is some 
rationale for using their own 
classroom studies for doing this.”

In these cases, the IRB will have 
them bring in a third party to do 
recruitment and informed consent 
so that the researcher doesn’t know 
who consented until after the 
grades are complete, she adds.

“Or we have them not approach 
students until evaluation or the 
term is over,” she adds. “This has 
worked quite well; I cannot think 
of a time when we have not worked 
with a researcher and allowed 
research to go forward without 
putting in some protections.”  n

“INSTRUCTORS 
ARE AWARE 

THERE ARE CLEAR 
BOUNDARIES 
IF THIS IS A 
RESEARCH 

PROJECT, AND 
THERE CAN BE 
AN OPT-OUT 
SITUATION.”
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Research data warehousing is a complicated 
project for IRBs
Solution: protocol that anticipates IRB issues

One of the biggest research 
changes many health systems 

and universities are facing involves 
building an enterprise data warehouse 
that integrates data from various 
institutions. Its potential has grown 
in recent years with the growth of 
electronic health records.

Increasingly, hospitals and other 
institutions have the ability to share 
data outside of their own networks. 
This opens up data-driven research 
potential, such as personalized 
medicine, but also poses more 
problems for IRBs.

“What we’re doing here is 
complicated and could be an IRB 
nightmare,” says Michael Ames, 
MBI, associate director of a data 
warehouse called Health Data 
Compass at the University of 
Colorado, Denver. The university 
is building an enterprise data 
warehouse that integrates data from 
the University of Colorado Health 
System and area hospitals. All of the 
institutions work with the Colorado 
Multiple Institutional Review Board 
(COMIRB).

“Our objectives are to facilitate a 
wide range of research types,” Ames 
says. “We’re concerned with HIPAA, 
basic science, clinical research — a 
broad range of things that could 
present an ongoing nightmare of need 
to our IRB.”

Fortunately, developers of the 
enterprise data warehouse have 
worked to anticipate IRB issues and 
concerns. Their goal is to reduce 
IRB burden through development 
of a protocol that acknowledges how 
Compass will be used. For instance, 

the protocol outlines waiver of 
authorization and other nuanced 
issues like the appropriate use of 
prisoner data, he says.

IRB leadership has provided 
guidance on how to craft the protocol 
and avoid pitfalls, Ames says.

“The more we can answer 
questions upfront and clearly 
delineate these in our protocol, the 
less the IRB will have to field and 
deal with those kinds of questions 
[during research involving the data 
warehouse],” Ames says.

“The protocol will minimize the 
way new work is brought to IRBs,” he 
adds. “This broad protocol highlights 
areas for which they do not need IRB 
involvement, reducing the amount of 
time it takes people to approach the 
IRB for Compass-related activities.”

Researchers can use de-identified 

data sets without a requirement for any 
additional IRB input, for instance.

The protocol will delineate all of 
Compass’ research purposes: “Here is 
a list of research activities that could 
be fully covered under this protocol; 
here are activities that will require you 
to go to the IRB,” Ames offers as an 
example.

The very large database will 
support research activities that will be 
covered under the protocol and not 
require additional work by the IRB, 
Ames says. “We have policies we’re 
implementing to try to steer people to 
that solution whenever possible.”

Developing an enterprise data 
warehouse is a complicated project 
because of the different structures 
of independent entities involved — 
even when they share a headquarters, 
as is the case with the collaboration 
between the University of Colorado 
and two hospital systems, Ames says.

“We have not collaborated very 
well, historically, in sharing data for 
research purposes,” he explains. “This 
is a project five to 10 years in the 
making.”

The consortium was begun with 
the goal of funding a single central 
data warehouse to support clinical 
research, molecular discovery, 
personalized medicine, and 
operational excellence, Ames adds.

“We will be integrating the 
fully-identifiable medical record data 
from both hospital systems,” he says. 
“We are taking millions of patient 
records and integrating them in this 
warehouse.”

Labs are conducting molecular 
testing for cancer and other 

“THE MORE WE 
CAN ANSWER 
QUESTIONS 

UPFRONT 
AND CLEARLY 

DELINEATE 
THESE IN OUR 

PROTOCOL, 
THE LESS THE 
IRB WILL HAVE 
TO FIELD AND 

DEAL WITH 
THOSE KINDS OF 

QUESTIONS.”
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diseases with the goal of optimizing 
treatment paths. The objective 
of Compass is to greatly expand 
knowledge of treatments. The data 
can be linked back to patients’ 
medical records, making it possible 
for researchers to discover and create 
personalized medical treatments, 
Ames says.

Without the collaboration and 
data warehouse, the information 
necessary to make these medical 
breakthroughs is siloed and 
unavailable to researchers, he notes.

“Some lab is holding on to 

years of these very detailed analyses 
of patients’ genetic profiles, and 
hospitals are amassing records 
about other tests from that patient, 
but those tests live in silos,” Ames 
says. “Compass is providing the 
infrastructure that will combine 
those together, a crucial intersection 
of data to allow researchers to 
make new discoveries about how a 
person’s genetic profile can influence 
treatment.”

The alternative to a consortium 
like Compass is for individual 
researchers or research programs to 

establish their own data repositories. 
Each data repository would require 
some IRB involvement, creating 
more work for IRBs and research 
organizations, Ames notes.

“As a consortium we are going to 
do this one time, and we’re going 
to do this really well and really 
thoroughly, leveraging the work 
we’ve already done,” he says. “In 
the end, we’re reducing the number 
of these kinds of resources that 
have to be created, and it reduces 
the amount of effort needed by an 
IRB.”  n

THRIVE model shows how IRBs can collaborate 
effectively
Organizations’ strengths dovetail

The theory behind a hospital-
university research and 

IRB collaboration is that both 
organizations have different strengths, 
and together they can facilitate 
studies and research ethics review 
more efficiently. One such model is 
THRIVE, a new, inter-organizational 
partnership model.

Created by Northern Arizona 
Healthcare and Northern Arizona 
University, both of Flagstaff, the 
partnership includes a biomedical/
genomics center and several Native 
American tribes that have a mission 
to address the responsible conduct of 
research.1

“The hospital and university have 
always worked in partnership on 
different types of research projects 
over time, but then it became 
apparent that we needed something 
more formulized,” says Paula 
McAllister, PhD, CIP, IRB specialist 
at Northern Arizona Healthcare. 
Information on THRIVE is available 

at http://nau.edu/Research/HRI/
THRIVE/.

“For our IRB’s purposes, it means 
that we work cooperatively with the 

university IRB, get to know IRB 
members, have regular meetings with 
them,” McAllister says. “It’s really 
been helpful to sit down with people 
in the IRB office.”

THRIVE has led to studies that 
otherwise might not be launched, 

McAllister notes.
For example, a hospital nurse 

recently teamed with a psychologist 
who works at the university to 
conduct a study involving an 
LGBTQ (lesbian, gay, bisexual, 
transgender, queer) population. 
The study involves interviewing 
hospital patients who are from the 
LGBTQ community about their 
hospitalization experience and any 
issues that arise because of their 
LGBTQ status, McAllister says.

“The university has an LGBTQ 
student organization, and the 
researchers can work with that 
organization too,” she adds. “The 
LGBTQ community accesses both 
institutions.”

THRIVE benefits both 
institutions because the hospital has 
a wealth of medical history data and 
potential research participants, and 
the university has a wealth and depth 
of researchers, McAllister notes.

“Physicians don’t have time 

“...IT MEANS 
THAT WE WORK 
COOPERATIVELY 

WITH THE 
UNIVERSITY IRB, 
GET TO KNOW 
IRB MEMBERS, 

HAVE REGULAR 
MEETINGS WITH 

THEM.”
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for research, and it is university 
people who need to do research 
for their jobs,” McAllister says. 
“What THRIVE provided was a 
formalized process where all these 
questions could be addressed 
through established processes and 
procedures.”

It saves IRB staff time by 
providing a roadmap, she adds.

“It gives us a way of working 
through all those initial questions 
and problems so we can get things 
up and running more quickly and 
more efficiently,” McAllister says. 
“It’s a very simple idea that just 
means we have an agreement to 
work together, and the goal is to 
collaborate on these population 
health initiatives.”

While some urban areas are 
already seeing this type of research/
IRB partnership, THRIVE is a good 
model for more remote and rural 
areas, she adds.

Here are some of McAllister’s 
suggestions for how collaborations 
like THRIVE could work:

• Create agreement between 
stakeholders. THRIVE was initiated 
by university and hospital leaders, 
McAllister notes.

The stakeholders include 
representatives from the hospital, 
university, and biomedical center, 
as well as Native American leaders. 
THRIVE members conducted 
interviews, observations, and focus 
groups to determine cross-cultural 
differences in terms of beliefs 
and behaviors related to research 
integrity.1

The IRBs have aligned forms, 
processes, and procedures. They 
use an inter-agency authorization 
agreement (IAAA) that names one 
IRB as the main IRB of record. The 
other IRB allows the main IRB to 
take over management and oversight, 
she explains.

• Align the IRBs’ policies, 
practices. “We started scheduling a 
two-hour meeting every other week,” 
McAllister says. “We’d have a list of 
things we needed to tackle, like the 
IAAA.”

Other items discussed were 
application forms, informed consent 
forms, and specific projects.

“We agreed on CITI 
requirements,” she says. “Each 

institution had a different set of CITI 
courses they accepted, and we had 
to agree on which courses people 
needed.”

Another issue was that the 
university wasn’t listed as a covered 
entity under HIPAA from the 
hospital’s perspective, McAllister says.

“So if a university researcher 
was going to have access to hospital 
records, it takes de-identifying 
records and covering them under the 
IAAA,” she explains. “Those were 
the early issues we tackled, and now 
we tackle specific problems about 
studies.”

• Address regulatory issues and 
expand research projects. Prior to 
the collaboration, the university’s 

IRB did not address some HIPAA 
and Food and Drug Administration 
(FDA) requirements because it was 
focused on behavioral research and 
not clinical drug trials, McAllister 
says.

THRIVE has helped to bridge 
that gap. It’s also opened the door to 
new research.

“THRIVE has funds to give seed 
money for pilot projects, and so there 
are small grants that people at the 
university can apply for and use these 
to yield results that can be used for 
larger grants,” McAllister says.

An example of a THRIVE 
initiative includes a study working 
with a Native American community 
on the issue of diet and lifestyle 
changes. Its goal is to improve 
health and will involve researchers 
from the university’s anthropology 
department, as well as at the hospital, 
which has access to the population’s 
health data.

• Establish communication 
lines. When IRBs are part of 
a collaborative agreement like 
THRIVE, they need open lines 
of communication so they can 
understand how and why the other 
institution’s IRB does what it does, 
McAllister suggests.

“The larger institutional benefits 
are to improve healthcare provided 
to the community,” she explains. 
“But for our specific and immediate 
benefits in the IRB office, it’s about 
developing that relationship with the 
other institution and not operating in 
a bubble.”
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take atoms and manipulate them one 
at a time to make a drug or a device’ 
— what does that mean? How do you 
make human subjects aware of what 
it really means? How will it be used, 
and what risk management tools will 
be developed to handle those issues? 
As nanotechnology research comes 
more into human subjects research, it 
will raise some of these questions.”

Evaluating risks

“Taking it beyond IRB, there 
has been discussion about whether 
nanotechnology needs particular 

attention or should be scrutinized 
in different ways than traditional 
protocols,” Grodzinski says. 
About eight years ago, he says, the 
FDA pondered whether to have 
a separate drug approval path for 
nanotechnology and nanomedicine. 
After public discussion, the agency 
determined that IND (Investigational 
New Drug) or IDE (Investigational 
Device Exemption) approvals would 

“TRY TELLING 
SOMEONE, 

‘WE’RE GOING TO 
TAKE ATOMS AND 

MANIPULATE 
THEM ONE AT A 
TIME TO MAKE 
A DRUG OR A 

DEVICE’ — WHAT 
DOES THAT 

MEAN?”

IRB considerations for nanotechnology protocols
Consider informed consent, risks of exposure

Once the stuff of sci-fi novels and 
movies, nanotechnology (NT) 

— the manipulation of matter on the 
tiny nanoscale — now has practical 
applications in everyday areas such 
as engineering and healthcare. NT 
is currently being used in clinical 
trials to develop diagnostic tests 
and targeted drug delivery devices, 
especially for cancer treatment, 
experts say.

“One of the biggest uses where 
nanotechnology has been introduced 
is in medicine,” says Gregory 
Nichols, MPH, CPH, program 
manager of Nanotechnology Studies 
at ORAU in Oak Ridge, TN. “There 
are a ton of new inventions that can 
really benefit society.”

Current clinical trials are looking 
at ways in which NT can be used 
to deliver chemotherapy treatments 
in ways that can reduce side effects 
or improve efficacy, says Piotr 
Grodzinski, PhD, director of the 
National Cancer Institute (NCI) 
Office of Cancer Nanotechnology 
Research in Bethesda, MD. “There 
are a few that are [FDA] approved,” 
he says. “We are also seeing more 
nanoparticle delivery vehicles using 
active targeting allowing for increased 
accumulation of particles and drug at 
the tumor site.”

While using NT in medicine to 
create “superhumans” is still firmly 
rooted in fiction, IRBs could have 
legitimate concerns about using 
nanomedicine in human subjects, 
Nichols says.

“One of the main problems is that 
not everyone in the general public 
knows what nanotechnology is,” he 
says. “It’s a pretty complicated topic: 
Try telling someone, ‘We’re going to 

be the same as with any other drug 
or device. “The only difference is that 
in some cases the nanotechnology 
constructs are multifunctional and it’s 
not always clear what the final mode 
of action will be, and whether the 
product will be considered a drug or 
device,” he says.

While nanotechnology clinical 
trials don’t raise any truly unique 
ethical issues, there are other 
bioethical issues for IRBs to consider, 
says David Resnik, JD, MD, 
bioethicist and IRB chair at the 
National Institute for Environmental 
Health Sciences in Research Triangle 
Park, NC. 

“The main IRB issue is going to 
be trying to get a handle on the risks 
of exposure to the nanotechnology 
drugs,” Resnik says. For instance, 
there are more and more applications 
of NT in creams and other 
transdermal delivery systems that 
would be applied topically. “Some 
may penetrate different areas that 
they were not planned to go to and 
could cause problems,” he says. 
Other NT particles could aggregate 
and accumulate in different areas 
in the body and have effects that 
can change their properties in 
unpredictable and possibly hazardous 
ways, he says.

Many of the issues IRBs may 
consider with NT protocols are ones 
that IRBs already face, Resnik says. 
“One of the things that the IRB 
is supposed to do is make sure the 
risks are minimized and reasonable 
in relation to the potential benefits 
to the subjects and the knowledge 
expected to be gained — the main 
two things you keep in mind when 
evaluating the risk of a study,” he 
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IRBs win awards for best practices, innovation
Institutions share data, streamline processes

The Health Improvement 
Institute’s (HII’s) Awards for 

Excellence in Human Research 
Protection recently honored two IRBs 
that streamlined and implemented 
new systems for efficiency and 

says. “Another consideration is that 
if you think that a product is fairly 
high risk, there should be significant 
benefit to justify that risk.”

Evaluating the risks depends 
on the nature of the protocol and 
what the researcher is trying to 
do, he says. “If they are testing for 
something in the blood, there may 
be almost no risk at all if it’s just a 
blood donation,” Resnik says. “More 
risky is applying nanotechnology 
products on the skin, and most risky 
would be requiring that products 
be ingested, taken intravenously, or 
possibly inhaled.”

IRBs should consider not only 
the risks to the research subjects, 
but also to third parties such as 
family members who may come into 
contact with a subject, Resnik says. 

“For example, suppose that 
a research protocol requires 
participants to dermally administer 
a nanomedicine product at home. 
Children in the home could come 
into contact with this product if it 
sheds, which could pose a risk to 
their health. Participants also might 
not dispose of the product properly, 
which could pose a risk to people 
in the home or contaminate the 
environment. Exposure could also 
occur when nanomedicine products 
are excreted (e.g., urine, breast 
milk),” Resnik wrote in a Journal of 
Law, Medicine & Ethics article on the 
topic. “The IRB could ensure that 

the protocol includes procedures 
for instructing participants on 
how to minimize identifiable third 
party exposures and for disposal of 
products containing nanomaterials.”1

A lot of clinical trials are currently 
being conducted and several have 
passed Phase I and reached Phase 
II or even Phase III in a few cases, 
Grodzinski says. “The general 
consensus is that these techniques 
can be made safe,” he says.

Informed consent issues

Informing subjects on the risks 
and benefits of nanomedicine 
clinical trials may be complicated 
by different biases, Resnik says. 
“Subjects may feel that this is 
something new and really great and 
may get more benefits than they 
are likely to get,” he says. “This 
is especially true in Phase I and 
Phase II studies where the study 
is not designed to provide benefits 
and is more of a risk assessment-
type of testing.” The benefits of 
nanotechnology may be overstated 
or exaggerated by researchers or in 
the media, leading subjects to believe 
they will receive more benefits than 
anticipated in the protocol, he says.

The opposite is also possible: 
“Research subjects might be biased 
against the study from what they 
hear in the media and TV and 
movies and might think it’s more 

risky than it really is,” Resnik says.
NCI’s Office of Cancer 

Nanotechnology Research, as well 
as many other government agencies, 
provides information on the risks 
and benefits of nanomedicine 
through its Alliance for 
Nanotechnology in Cancer website, 
nano.cancer.gov, and through 
discussions at scientific and patient 
advocate meetings. “The website is 
designed to provide information in 
lay-oriented language,” Grodzinski 
says. “I think the topic is talked 
about quite a bit such that the 
general public is at least exposed to 
it.”

As far as safety concerns of 
future nanotechnology uses, “that 
discussion has its own facets well 
beyond the IRB,” Grodzinski says. 
“I think the overall conclusion is 
that if characterization protocols 
for nanomaterials are carefully 
implemented and evaluation of 
interventions for use in humans is 
conducted rigorously with standards 
similar to implementation of any 
other new technology, there aren’t 
any major concerns.”
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information-sharing to improve 
approval turnaround times and 
quality of human subjects protection 
in the areas of best practices and 
innovation.
The Harvard Longwood Medical Area 

(LMA) Office of Human Research 
Administration (OHRA) in Boston 
received the Best Practice award for 
2014 for its One-Stop Shop Model 
of IRB review, in which investigators 
have one point of contact in the IRB 
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for all ongoing reviews with study 
protocols.

The idea for the program began 
in 2007, when the current Harvard 
LMA School (OHRA) director came 
on board. The director had a quality 
improvement background and took 
a look at the current system in order 
to pursue AAHRPP accreditation, 
says Leslie Howes, CIP, director 
of the Office of Human Research 
Administration at Harvard Long. 
“There were a lot of kinks in the 
system and a lot of dissatisfaction; 
it was the age-old slow turnaround 
issue,” she says. “At the time, we had 
many unnecessary layers of review.”

Submitted protocols would go 
through one person for triage, then 
pass to another person to make 
sure the application was complete. 
Another person would make sure all 
criteria were complete, then one more 
IRB staff member would approve or 
send to the full board. “This was the 
impetus for simplifying the process,” 
Howes says.

Instead of having several people 
handle protocols, the IRB in 
2008 instituted one direct point 
person for investigators, with IRB 
members handling the review 
process. Called review specialists, 
the points of contact have a higher 
level of education and IRB review 
experience, get their own portfolios 
of studies, and are assigned their 
own departments. There are five total 
research specialists at the Harvard 
LMA IRB office.

“The review specialists serve as 
the direct point of contact for the 
investigators in those departments,” 
Howes says. “Regardless of type or 
mode of submission, it’s always going 
to go to the same person to review it.”

If the study requires full board 
review, the review specialist prepares 
the protocol for the IRB meeting and 
conducts post-meeting follow-up 

with the investigator to deliver the 
determination. “The specialists also 
participate in the meetings because 
they have intimate knowledge of the 
protocols,” Howes says. The specialists 
can answer questions IRB members 
may have about the protocols.

The workloads of the five research 
specialists are adjusted as needed so 
no one person is given more than he 
or she can handle, Howes says. “Not 
all departments are created equal,” 
she says. “One investigator could 
have one protocol and another could 
have five. One could produce several 
amendments and have ongoing studies, 
while another may have just one. We 
try to balance it out between our five 
specialists as equally as we can.”

When the model was first 
implemented, it was only used at 
the Harvard T.H. Chan School of 
Public Health. But the success of the 
model has led to its implementation 
at the Harvard Faculty of Medicine, 
which includes the Harvard Medical 
and Dental Schools, in 2013, Howes 
says. “We demonstrated that we can 
replicate this model,” she says. 

While the IRB has not evaluated 
the difference in turnaround times 
before and after implementation of 
the One-Stop Shop, staff have heard 
positive feedback from investigators 
and other institutional faculty. “From 

the get-go it was really an ‘a-ha’ 
moment that it was really clicking 
and working for the institution,” 
Howes says. “We hear from the 
faculty about the higher level of 
customer service and the decreased 
turnaround. There’s not any need 
for knowledge transfer — the same 
specialists are seeing these [protocols] 
at submission and continuing review 
year after year, so they’re intimately 
familiar with it and don’t need to get 
someone else caught up on what’s 
going on — I know the investigators 
greatly appreciate that.”

Innovation award

The Human Research Protection 
Office at Washington University 
in St. Louis was always open with 
sharing information on its website — 
except for one problem.

“People have always used the 
information off of our website, 
but haven’t always credited the 
information back to us,” says Sarah 
Fowler-Dixon, PhD, CIP, education 
specialist at the Washington 
University HRPO. Through 
discussions on how to solve the 
citation issue, the staff learned about 
the Digital Commons project at the 
university’s Becker Library. Digital 
Commons is an online repository for 
the university’s scholarly works that 
is available and searchable to anyone, 
without a need to sign up for an 
account. Through Digital Commons, 
the HRPO developed its Open Access 
Library in 2012. 

The Open Access Library contains 
four categories of HRPO materials: 
Conferences, Human Research 
Protection Program Education, 
HRPO Podcasts, and HRPO 
Publications. All materials in the 
categories contain a creative commons 
copyright, and downloads of materials 

“REGARDLESS OF 
TYPE OR MODE 
OF SUBMISSION, 

IT’S ALWAYS 
GOING TO GO 
TO THE SAME 
PERSON TO 
REVIEW IT.”
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 n Evidence-based informed consent 
examined

 n Unanticipated problems reporting 
best practices

 n IRBs handle Ebola and other “hot-
plate” trials

 n Improving communication with 
research coordinators

COMING IN FUTURE MONTHS

include instructions on how to do the 
attribution. “All we ask is that people 
attribute it [the information] back to 
Washington University when they cite 
it,” Fowler-Dixon says.

Information in the four collections 
dates back as far as 2002. The 
documents are also searchable in 
PubMed and Google. “We have 
a whole process for vetting the 
information [that is posted],” she 
says. “We try to put things out there 
that are relevant across the board and 
not just for WU — there are different 
structures that are set up across the 
country. We look at what we have 
done throughout the year and put 
out information that will be useful 
and that will be relevant for a longer 
period of time — not just something 
that we’re talking about today and can 
change. What we’re trying to do is 
increase the body of knowledge that is 
readily available — users don’t have to 
subscribe or sign up for anything.”

There are currently 113 items 
in the collections, Fowler-Dixon 
says. Of the 113 items, 111 have 
been downloaded from users in 53 
countries. Items in the collections 
include the following: 

• Conferences: This section 
contains PDFs of conference 
materials from sessions that were 
open to the public. For example, 
the Food and Drug Administration 
(FDA) recently gave a presentation 
about its new guidance on assays, 
Fowler-Dixon says. “That will be 
relevant to other organizations that 
work with assays and need to know 
who should be included or excluded,” 
she says. There are also materials from 
conferences on community-based 
research, the university’s annual ethics 
series, investigator-initiated research, 
and other topics specific to running 
an IRB.

• HRPP Education: This 
includes presentations on IRB 

ethics, navigating IRBs, consent 
challenges, education of researchers, 
confidentiality issues, etc.

• HRPO Podcasts: “Podcasts are 
done from an ethical standpoint, and 
anyone can listen to those,” Fowler-
Dixon says. For the podcasts, a 
member of the IRB staff interviews an 
expert on ethical or regulatory issues. 
“For instance, there is a topic on 
social media, and one on inclusion of 
Native American and Alaska Native 
populations in studies. The people 
interviewed are recognizable names 
[to IRB professionals],” she says.

• HRPO Publications: 
Publications include training guides 
for IRB staff positions such as IRB 
analyst, expedited reviews specialist, 
and non-scientist IRB members. 
There is also an IRB meeting guide 
and a brochure for committee 
recruitment. Other IRBs may find the 
information useful for their offices, 

Fowler-Dixon says.
The HRPO plans to keep the 

information down to four topics and 
will add to them, Fowler-Dixon says. 
Materials will not be removed from 
the library. “Once the information is 
out there, it’s out there,” she says. “It 
also creates an archive of historical 
information.”

The HRPO won the 2014 
innovation award for the Open Access 
Library. “I think the award recognizes 
the efforts people are putting forth to 
keep quality in the context of human 
subjects research,” she says. “It helps 
us all move forward and increase the 
professionalism of the field and the 
knowledge base of the field.”

HII’s Awards for Excellence in 
Human Research Protection are 
awarded annually to recognize 
excellence in the area of human 
subjects protections. For more 
information, visit www.hii.org.  n
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CNE/CME INSTRUCTIONS

CNE/CME QUESTIONS

1. When human subjects research 

involves enrolling college 

students, which of the following 

language should be included in 

the informed consent document 

that is signed by participants, 

according to ETSU?

A . IRB members will observe 

investigators discussing informed 

consent with subjects

B . Refusal to participate in the 

study will not impact students’ 

grades

C . The IRB will thoroughly review 

all circumstances related to the 

study

D . None of the above

2. According to the UT Arlington 

IRB, policies and procedures 

regarding studies that enroll 

students or employees might 

include which of the following 

guidelines?

A . Only exempt or minimal risk 

research will be permitted .

B . Parental consent for those 

under 18 is required .

C . Documentation of participation 

to receive credit remains 

separate from documentation for 

participation in the research .

D . All of the above

3. Which of the following mutually 

acceptable changes could 

hospital and university IRBs 

make in advance of forming 

a collaboration, according to 

Paula McAllister?

A . Create agreement between 

stakeholders; align IRBs’ policies, 

practices; address regulatory 

issues and expand research 

projects

B . Decide precisely which studies 

their collaboration will conduct

C . Create marketing materials to 

enroll subjects for collaboration-

approved studies

D . None of the above

4. Which issues could complicate 

the informed consent process 

for clinical trials involving 

nanomedicine, according to 

David Resnik?

A . Religious objections

B . Understatement of risks

C . Exaggeration of treatment 

benefits

D . None of the above


