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Policy on the Dissemination of NIH-
Funded Clinical Trial Information
with a Jan 18, 2017, deadline. (For
more information, see article on the
changes, page 124.)

“The new requirements outlined
in the final rule are expected to
provide greater transparency, not
only of the information in clinical
trials, but also about which trials are
being done, what their designs are,
and how they’re being analyzed,”
Califf said. “The final rule expands
and provides clarity to the statutes
and requirements, allowing the FDA
to ensure more efficient and effective
compliance and enforcement
activities related to the requirements
for registration and reporting of
certain clinical trial information.”

Rule Expands Results
Information

While the NIH final rule
expands submission of results
information, it does not specify that
such results need to be written in
layperson language, which is what
the European Union and many
bioethicists promote. (See article on
lay summaries in study results in the
October 2016 issue of IRB Advisor.)

“The law said there could be
lay summaries,” says Kathy Lynn
Hudson, PhD, NIH deputy director
for science, outreach, and policy.

Researchers and sponsors could
add material to make their results
more useful to participants, and
ClinicalTrials.gov is being enhanced
to make it easier to conduct searches,
but what is required in the final rule
is scientific information, Hudson
says.

From a researcher’s perspective,

a layperson mandate would set
a very high bar, says Jennifer
Grandis, MD, an American Cancer

Society Clinical Research Professor,
associate vice chancellor of clinical
and translational research, director
of the Clinical and Translational
Science Institute, and a professor of
otolaryngology at the University of
California, San Francisco.

“Those are two different issues:
One is making sure all data are
available, and the second is making
it understandable, in a format that
everyone can understand,” Grandis
says. “My instinct about what
is lay language and what a true
layperson thinks is lay language are
not the same, and it’s not a trivial
difference.”

Researchers have to write a lay
abstract for every NIH grant, so
they’re accustomed to writing for
nonscientists. However, even these
lay abstracts do not go far enough,
according to what Grandis has heard
from lay cancer survivors. “They
will say that the lay abstract is not
intelligible.”

One Important Goal

The NIH final rule accomplishes
one important goal, which is related
to the spirit of making research data
available to the public, but it’s not
the complete answer for the public
and research participants, she notes.

“Whether Clinical Trials.gov
changes from being a repository
of information to a repository of
information that is accessible to
individuals who are not in science
and medicine is an entirely different
conversation,” Grandis says.

Part of the impetus for
ClinicalTrials.gov and its recent
change is to help the research
community understand how well
devices and drugs perform, Collins
says.

“Even after licensed products



are approved, clinical trials can help
us learn of their effectiveness,” he
says. “We can learn even more from
clinical trials that indicate a product
or device that is not effective or safe.”

ClinicalTrials.gov now has
registration information for more
than 224,000 studies that take place
in all 50 states and 192 countries,
Collins says.

“Not all of these are subject to
the final rule,” he notes. “There are
more than 50,000 unique visitors
who access Clinical Trials.gov every
day, learning about trials open for
recruitment, identifying new studies,
new therapies, or looking for results
of studies that have been completed.”

While the website has improved
research transparency and
accessibility, it hasn't gone far enough
because of the lack of study results,
Collins says. “We in the research
community have a disappointing
track record in making those results
accessible.”

For instance, a 2014 analysis of
400 clinical trials found that, within
four years of completing the study,
30% had not shared results through
publications or through reporting in
ClinicalTrials.gov, Collins says.

“That’s clearly unacceptable,” he
says. “A more recent study found that
51 of U.S. academic medical centers
found that 43% of their studies were
unpublished two years after the trials
were completed.”

Key Elements

The final rule’s key elements,
according to Collins, include:
* providing a checklist of
which elements are subject to the
regulations and who is responsible for
submitting the required information,
* expanding the scope of trials
for which summary information

must be submitted to include drug,
biological, and device products that
have not yet been approved, licensed,
or cleared by the FDA, and

* requiring additional registration
and summary information data
elements to be submitted to
ClinicalTrials.gov, including the rates,
ethnicity, and the full protocol.

In order for a study to be
registered on ClinicalTrials.gov,
researchers will have to include
information about whether the
study has had IRB approval, says
Deborah Zarin, MD, director of
ClinicalTrials.gov.

INTO RECRUITING
STATUS UNLESS
YOU TELL
WHETHER OR

NOT YOU HAVE
IRB APPROVAL,
AND YOU HAVE
TO PROVIDE US

“You're not allowed to go into
recruiting status unless you tell
whether or not you have IRB
approval,” Zarin says. “And you have
to provide us with evidence of that.”

The National Library of Medicine,
which operates the clinical trials
registry and results data bank, is
gearing up for an increased volume of
submissions, Collins says.

“The National Library of
Medicine is continuously making
improvements,” he says. “All of our
efforts are made at ensuring society
gains from knowledge gained from

participation.”

Collins and Califf say they expect
research organizations to comply
with the new rule, both because they
also care about greater transparency
and because there are severe
penalties, including withholding
of grant funding for new projects
to noncomplying institutions
and publishing the names of
noncompliant institutions.

“I really believe it won't take
much to get people to comply with
this once they realize how serious it
is,” Califf says. “I know the press will
be on top of this.”

While the agencies do not have
extra resources for monitoring
compliance of the rule, they expect
the fear of taking a hit to one’s
reputation will do much of the job
for them. “No one wants to be on the
wall of shame,” Collins says.

“We have a clear expectation of
compliance with the appropriate
clout behind it,” Collins adds. “I
don’t think we’ll have a very large
challenge here with people out of
compliance.”

Research institutions and
investigators will want to comply
with the rule, but logistically it will
be challenging, Grandis says.

“It’s simply more things one has to
do,” she says. “Whose responsibility
is it for doing it? How do they do it?”

Also, for studies that are
published, it won't be as simple as
linking the published report to the
ClinicalTrials.gov website. All of the
study information will have to be
uploaded separately into each of the
fields.

“It’s really important to get the
public the information, but there
are so many consequences and
requirements,” Grandis says. “We'll
comply and do the best we can, but
it’s not clearly obvious how one does
this.” ™
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Highlights from Final Rule on Clinical Trial
Results Submissions

Federal regulators outline the final rule

he NIH published the final rule,

“Clinical Trials Registration and
Results Information Submission,” on
Sept. 21, 2016, with an effective date
of Jan. 18, 2017.

Rule Highlights

The following are some of the
rule’s highlights:

* How does registration
work? Studies are registered at
ClinicalTrials.gov within 21 days of
enrolling the first human subject.

* Which trials are covered?

All interventional clinical trials,
involving FDA-regulated products,
with one or more arms and with
pre-specified outcome measures are
subject to the rule. Expanded access
use is not applicable.

* Who submits information?
One person, such as a principal
investigator, is named the responsible
party.

* How are results submitted?
Results are placed in a tabular
format summarizing participant
flow, demographic and baseline
characteristics, primary and
secondary outcomes, adverse event
information, and any scientifically
appropriate statistical tests. Plus,
there must be a full protocol and
statistical analysis plan. The results
information must be submitted
within one year of the study’s
completion date.

* What else is required? The
final rule also requires submission
of adverse events’ number and
frequency, by arm or comparison
group. It requires three tables of
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adverse event information, including
one that summarizes all serious
adverse events, another summarizing
other AEs that happened with a
frequency of 5% or more in any arm
of the clinical trial, and a third that
summarizes the all-cause mortality
data by arm or group. The AE tables
must include information about the
events that occurred, whether they
were anticipated, and it requires

INVOLVING FDA-
REGULATED
PRODUCTS, WITH
ONE OR MORE
ARMS AND WITH

PRE-SPECIFIED
OUTCOME
MEASURES ARE
SUBJECT TO THE

submission of the time frame for AE
data collection.

* What types of descriptions of
results are submitted? The final rule
does not require the submission of
technical or non-technical narrative
summaries of study results. NIH
says in the final rule that summaries
can lead to biased reporting, so they
prefer results information to be

presented in a tabular format.

* Why make the change? NIH
lists the benefits as follows:

- The changes in submissions
to ClinicalTrials.gov will help
people find trials in which to enroll
and ensure their participation is
honored and trust enhanced by
creating a public record of the trial
and results.

- Requiring publication of the
results fulfills an obligation to trial
participants from the research team.

- It furthers the goal of ensuring
research participation leads to
accountability via the public
reporting of information.

- Having results available
will assist people in making
more informed decisions about
participating in clinical trials.

* What are the penalties of
noncompliance? The following are
the listed penalties:

- NIH will publicly post notices
of noncompliance in the data bank.

- NIH will require report forms
under certain grants to include
a certification that required
registration and results information
submission are complete.

- Federal agencies will need to
verify compliance before future
funding or continuation of
funding.

- The FDA has the authority to
sanction responsible parties who
fail to comply with the act.

- Committing a prohibited
act could subject the violator to
criminal and/or civil penalties,
including financial penalties.

For more information on the rule,

visit: http://bit.ly/2cEpSMx. ™



Historical Exposé on Sugar Industry Funding
Research has Relevant Lessons for Current IRBs

Conflict of interest policies much stronger, but vigilance warranted

recently published study’

linking secret funding by the
sugar industry to bias in research
studies published in the 1960s is
less a historical curiosity than a clear
warning to IRBs to remain vigilant
about conflicts of interest.

“The purpose of IRBs is to protect
patients and human subjects in
research. Industry-sponsored research
deserves more than the usual level
of scrutiny to ensure that subjects
are not at risk,” says Marion Nestle,
PhD, MPH, an author and professor
in the department of nutrition and
food studies at New York University
in New York City.

Though the influence of industry
funding on research outcomes has
long been a subject of concern for
IRBs, it is exceedingly rare to find
such a “smoking gun” linking an
undisclosed funding source to skewed
research outcomes, says Nestle, who
wrote a commentary accompanying
the study. (For more information, see
related story on page 126.)

“I think the public and
policymakers need to view any
industry-funded research that could
be averse to the industry’s bottom
line with extreme skepticism,” says
Stanton A. Glantz, PhD, co-author
of the study and professor at the
Phillip R. Lee Institute for Health
Policy Studies at the University of
California, San Francisco. “There
is a difference between work that is
funded by the NIH or the American
Heart Association. It is being
supported by organizations that have
a fundamental interest in getting
the answer correct. [Industry] has a
fundamental interest in maximizing

profits.”

Glantz and colleagues analyzed
historical documents and reports
by the Sugar Research Foundation
(SRF) — now the Sugar Association
— related to publication of articles in
the 1960s in the New England Journal
of Medicine. Like other medical
journals at the time, the prestigious
publication did not have stringent
disclosure and conflict of interest

POLICYMAKERS
NEED TO VIEW
ANY INDUSTRY-
FUNDED
RESEARCH

THAT COULD
BE AVERSE TO
THE INDUSTRY’S
BOTTOM LINE

policies. Though full disclosure is now
a given for research enterprises and
journal publications, IRBs should

not become complacent just because
it is more difficult for industry to
secretly fund research under current
requirements.

“It’s harder now, but the whole
disclosure issue really relies on
people to be honest,” Glantz says.
“Medical journals today almost
uniformly require disclosure of who
funded the study, and many require

disclosure of any active involvement
the funding agency had in preparing
in the manuscript. Some journals
even require disclosure of any other
interests you have that could be
viewed as a conflict.”

Pay for Play?

The investigators essentially found
that the SRF paid researchers at
Harvard to do a literature review that
ultimately minimized the role of sugar
as a risk factor for coronary heart
disease (CHD). By all appearances,
the study fulfilled the expectations
of a predetermined conclusion. For
example, in correspondence with
the SRE the Harvard researchers
explained a delay in completing
the review paper due to the need to
“rework a section in rebuttal” every
time research raised concerns about
sugar consumption and public health,
the authors report.

“The SREF set the review’s
objective, contributed articles for
inclusion, and received drafts,” the
authors found. “The SRF’s funding
and role was not disclosed. Together
with other recent analyses of sugar
industry documents, our findings
suggest the industry-sponsored a
research program in the 1960s and
1970s that successfully cast doubt
about the hazards of sucrose while
promoting fat as the dietary culprit in

CHD.”

No Rules

In response to the investigative
report, the Sugar Association posted
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a comment on its website that stated
in part, “We acknowledge that the
Sugar Research Foundation should
have exercised greater transparency in
all of its research activities, however,
when the studies in question were
published, funding disclosures and
transparency standards were not the
norm they are today. Beyond this, it
is challenging for us to comment on
events that allegedly occurred 60 years
ago, and on documents we have never
seen. Generally speaking, it is not
only unfortunate but a disservice that
industry-funded research is branded
as tainted. What is often missing
from the dialogue is that industry-
funded research has been informative
in addressing key issues.”

Glantz found the defense
somewhat disingenuous, as practices
like that of the sugar group in the
1960s ultimately led to the disclosure
reforms in place today.

“What they did for a journal paper
in the ‘60s was a clear violation of
current ethics,” he says. “The reason
we have heard comments like, ‘well,
they didn’t break the rules’ is because
there weren’t any rules. The reason
we now have all of these rules is
because back in the ‘60s there was
this expectation that forthright,
honest people would disclose this
information. So while they didn’t
break any rules, the reason we have

the rules that they didn’t break
is that there were a lot of people
misbehaving the way they did.”

The Sugar Association accused
the researchers of trying to “reframe
historical occurrences to conveniently
align with the currently trending anti-
sugar narrative, particularly when the
last several decades of research have
concluded that sugar does not have a
unique role in heart disease.”

The investigators concede in
the paper that “the contribution
of dietary sugars to CHD is still
debated,” but also note that the sugar
industry “steadfastly denies that there
is a relationship between added sugar
consumption” and heart disease.

“All you have to do is look at the
Sugar Association’s website to see
how active they are,” says Cristin
E. Kearns, DDS, MBA, the lead
author of the paper and a professor
at the Phillip R. Lee Institute for
Health Policy Studies. “They submit
comments on anything to do with
sugar and health going on at the
federal level. So they are actively out
trying to shape the debates.”

The historical findings about
undisclosed industry funding of
research in the 1960s could well apply
to other groups as well.

“The sugar industry was not the
only active trade group back during
that time,” Kearns says. “That’s one

of the limitations of our study — we
only looked at this one. Certainly,
other food industries, including the
corn and wheat industries, all had an
interest in this debate going back that
far. It’s important to look at those
industries as well.”

The trend of funding favorable
research is certainly not limited
to the food industry, as similar
patterns are seen for a wide variety of
groups trying to protect and expand
their market share for a particular
commodity, Glantz adds.

“It’s beyond dispute,” he says. “The
petrol, chemical, and coal industries
do it around global warming. Pharma
often tries to shade the results of
the work they fund. It is a broad
problem. That’s why you see this
consistent pattern in areas related
to public health and public policy.
Businesses support and promote
work that supports their political,
economic, and ideological positons,
which may or may not have anything
to do with public health.” =
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Big Sugar’s Smoking Gun

‘Science is not supposed to work this way’

hough the influence of industry

funding on research outcomes
has long been a subject of concern for
IRBs, it is unusual to find a “smoking
gun” strongly linking an undisclosed
funding source to biased research
outcomes, says Marion Nestle, PhD,
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MPH, an author and professor in the
department of nutrition and food
studies at New York University in
New York City.

A recently published study,’
which found that the sugar lobby
secretly funded studies in the 1960s

that apparently “cherry picked” data
to downplay the role of sugar in
coronary heart disease (CHD), has
the documentation and granular
detail to meet the smoking gun

test, she noted in a commentary”
accompanying the study.



“From a deep dive into archival
documents from the 1950s
and 1960s, they have produced
compelling evidence that a sugar trade
association not only paid for, but also
initiated and influenced, research
expressly to exonerate sugar as a
major risk factor for CHD,” Nestle
wrote in the commentary. “Although
studies at that time indicated a
relationship between high-sugar diets
and CHD risk, the Sugar Association
preferred scientists and policymakers
to focus on the role of dietary fat and
cholesterol. The association paid the
equivalent of more than $48,000
in today’s dollars to three nutrition
professors — at Harvard, no less
— to publish a research review that
would refute evidence linking sugars
to CHD.”

The historical investigation
documents the influence of
the industry on the results of a
subsequent study, suggesting the
authors at the time knew what they
were being paid to produce.

“The investigators knew what the
funder expected, and produced it,”
Nestle wrote. “Whether they did this
deliberately, unconsciously, or because
they genuinely believed saturated fat
to be the greater threat is unknown.
But science is not supposed to work
this way. The documents make this
review seem more about public
relations than science.”

The study serves as more than a
historical cautionary tale, as Nestle
cites current efforts of industry to
influence research findings as reported
by journalists.>* IRB Advisor asked
Nestle to discuss the issue, and her
answers are as follows:

IRB Advisor: You mention
that industry attempts to influence
research are not ancient industry,
but are indeed ongoing. Do more
rigorous requirements for disclosure
for conflict of interest make it much

less likely that something as blatant
as this historical example could occur
today?

Nestle: The disclosure
requirements help, but there is
considerable evidence that they
are not always adhered to. In any
case, disclosure is necessary but not
sufficient for addressing real conflicts
of interest, particularly because the
influence of industry funding on
investigators is usually unconscious,
unintentional, and unrecognized.

IRB Adpvisor: You have certainly
written a lot of books on the food
industry. Were you surprised at the

WORK THIS WAY.
THE DOCUMENTS
MAKE THIS

REVIEW
SEEM MORE
ABOUT PUBLIC

degree of sophistication the sugar
industry seems to have put into
spinning the research findings in the
1960s?

Nestle: No. The big surprise
was the documentation. That is
hard to come by. We suspect that
corporations funding research do
so for a purpose and want to ensure
that their purpose is achieved,
but finding documentation for
corporate involvement is rare. We
now know from recent examples
in which reporters obtained emails
that funding sources attempt to
manipulate investigators, and the
example in 1967 suggests that these
kinds of relationships have gone on

for a long time.

IRB Advisor: There has been
some debate about the influence of
big pharma on research and actually
some pushback that industry has been
unfairly vilified. Do you think there is
just too much conflict of interest for
an industry to be involved in research
that could translate to lost profits?

Nestle: I have just reviewed the
literature on drug industry funding
of research and can say that this topic
has been studied extensively for more
than 40 years. Drug industry-funded
research comes out with results that
favor the benefits and lack of harm of
the sponsor’s patented, branded drug.
The purposes and lack of controls in
that research have also been well-
documented. Experts concerned
about the conflicts of interest in this
research — and the potential harm to
patients — believe that this research
is unethical and deserves intense
criticism. M
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BEAM Program Provides a Buddy

Mentoring Approach

Outreach to really young talent

M any IRB leaders struggle with

attracting young professionals
to the human research protection
field, but few would dream of heading
to elementary schools to groom the
next generation of IRB members or
experts.

Yet that’s exactly the approach
taken by Armida Ayala, PHD, MHA,
director of the Kaiser Permanente
Southern California IRB in Pasadena.

Ayala started a mentoring program
at the IRB in 2013 called the Bridge
Expose Advance Mentoring Program
(BEAM). It was designed to select
youth and young adults for mentoring
in the enterprise of advancing human
research ethics. The program has
trained more than 25 young people
and resulted in two people becoming
members of the IRB, three hired
as employees, and 14 still being
mentored.

“For example, I work with our
internal outreach program, and I had
been mentoring and evaluating young
girls from ages 10 years old,” Ayala
says. “Some have been participating
in research, so we picked some from
that pool and trained one to be a
board member.”

A young woman who now is
an IRB member had begun as a
participant in a study. She graduated
from the University of California,
Los Angeles (UCLA) while still a
teenager. “We're looking for talent,
so we follow these kids since they
were little,” Ayala says. “We have a
program of mothers and daughters
learning together, and we meet them
at age 10 and follow them until
they’re 23.”
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BEAM involves mentors from the
IRB, who are paired with the young
prospects for a six-month period. It
is intensive, with the chief purpose
of placing young people in research
protection jobs, Ayala says.

“We can be mentoring them for a
while, as we did with a young woman
I recently recruited,” Ayala says. “She
just got accepted at the university and
is getting a master’s degree in social
sciences.”

YOUNG MENTEES’
CHARACTER
AND WORKING
WITH THEM

ON THE SKILLS
NECESSARY TO
DISCUSS ETHICAL

Ayala asked the woman if she
would be interested in being trained

to be an IRB member, and she agreed.

“She’s a featured poster child for that
strategy — she’s done a tremendous
job.”

Another strategy is to seek out
talented young people at local
universities and invite them to learn
more about the IRB. “We focus on
activities like leadership training and
career guidance,” Ayala says.

Young people mentored through
BEAM sometimes are asked to use an

app at via.org where they can take a
survey about themselves to learn their
top five strengths, she says.

“What the app does is give you a
free survey to identify your strengths
with exercises about doing the right
thing,” Ayala says.

BEAM has leadership and
character training specifically
designed for the program. For
instance, participants receive books
about research ethics, including 7he
Immortal Life of Henrietta Lacks,
written by Rebecca Skloot.

“We give them these things to
inspire them and to show how leaders
have made ethical decisions in the
past,” Ayala says. “Then we work on
character development activities and
give them training on how to handle
various situations.”

For example, there is a character
strength exercise with three-to-five-
minute discussions. The idea is to
encourage people to speak up when
they have a question or comment.
They can practice talking, using a
speaker cone as a visual aid, and
they also can go to their mentors for
guidance, she says.

BEAM is about identifying young
mentees’ character and working with
them on the skills necessary to discuss
ethical issues and to ask questions, she
says.

I’s necessary for IRBs to do
what they can to recruit and mentor
younger IRB professionals, as many
IRB directors and leaders will retire in
coming years, Ayala says.

“I want to bring in young people
and train them because they’re the
next generation,” she says. ™



Establishing Trust in Partnerships is Key to
Centralized IRB Review

A central IRB model can be efficient

As IRBs begin to increase their
reliance on central IRBs or form
relationships as the IRB of record,

the most important action they can
take is to build close relationships and
trust with research organizations and
researchers, experts say.

“The key is close relationships with
the people you're working with and
establishing a trusting relationship with
your research staf,” says Cherie Bilbie,
MS, CCRP, CIP, director of the human
research protection program at Hartford
HealthCare in Hartford, CT.

Having templates in place and being
well-organized can help build trust, she
notes.

“For instance, we have some local
partners in Connecticut,” she says.

“We have a template agreement
in place, and within that written
agreement are steps built into who is
responsible for what,” Bilbie says. “We
have expectations on each side of the
fence outlined so everyone knows their
part.”

A large hospital system, Hartford
has formed partnerships with
a number of smaller healthcare
institutions throughout Connecticut.
The partnerships resulted in Hartford
HealthCare taking on primary IRB
review duties, bringing in the smaller
hospitals’ IRB staff when possible,
Bilbie says.

“Originally, there were four
functioning IRBs within a health
system,” she says. “But it made sense
for us to transfer oversight and take
over that function for them.”

The health system has a tertiary care
teaching hospital, four community
acute care hospitals, two regional

behavioral health centers, a home
care system, and other healthcare
organizations. When hospitals were
brought into the health system, the
organization established a centralized
IRB, applying one set of standard
operating procedures and decreasing
duplicative reviews.

One of the challenges involves
electronic records and connecting
other organizations to that record.

RELATIONSHIPS
WITH THE PEOPLE
YOU'RE WORKING

WITH AND

ESTABLISHING
A TRUSTING
RELATIONSHIP
WITH YOUR

This works well when a health
system brings hospitals on board. For
instance, the Hartford HealthCare
IRB has access to all research records
in which its institutions are involved,
Bilbie notes.

“It works for us because it allows
the project to enter our tracking
system,” Bilbie says. “What our study
teams do is rely on our electronic IRB
system as a document repository, and
it gives us access to all of the approved
documents that we're accepting, and it
allows the study team to access those

documents.”

The IRB can track financial
conflicts of interest, training
requirements, and other items to be
monitored.

“We won't accept the review until
we check it to make sure everybody
is up to date on their requirements,”
Bilbie says. “Our internal system
allows us to have a gatekeeper.”

Even when a health system’s IRB
is relying on another institution,
monitoring should still take place, she
notes.

“You still have an element of
responsibility for what’s going on in
your shop, so even if the study team
is not submitting progress reports to
your office, you need to do your own
post-approval monitoring,” Bilbie says.
“We have one full-time person to do
post-approval monitoring.”

Hartford HealthCare has set up
a System Central IRB with its own
federalwide assurance to serve as a
central IRB for individual committees
from three partner institutions.

“We put in place an authorization
agreement with each of these
hospitals,” she says. “It has worked
smoothly.”

The central IRB format has made
the IRB work much more efficiently,
eliminating about 100 duplicative
reviews so far, Bilbie says.

“We had some learning curves
because we were bringing on the
electronic system at the same time,”
she adds. “But we did a lot of volume
assessment before we made the
move, so we knew what we would
be taking on if we needed to make
adjustments.” ™
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IRBs Should Ensure that Proposed Studies Include
Whether Research is ‘Reproducible’

Surprising amount of past research cannot be replicated

An emerging body of research

reveals that past studies — some
of which may form the basis of current
policies and recommendations —
cannot be replicated by investigators
today. This lack of “reproducible”
research may undermine current
studies based on prior findings,
particularly as investigators look
at the risk-benefit ratio for people
participating in a clinical trial, says
Barbara K. Redman, PhD, MBE, of
the division of medical ethics at New
York University Langone Medical
Center.

“Having served on an IRB myself
for three years, if you are looking at
the risk-benefit ratio, you are assuming
that the studies on which they are
basing it are valid,” she says. “Now
we are finding they might not be. A
percentage of them might not be, and
that might vary by field. I think this
strains IRBs in trying to fulfill their
requirements.”

The lead author of a recently
published paper’ on the issue, Redman
cites studies that estimate anywhere
from 22% to almost half of published
results in biomedical research actually
can be validated.*?

“[Reproducibility] varies across
fields, but let me just stop and say when
scientists are working at the edge of new
innovations or new fields, frequently
things are not reproducible,” she says.
“That is just part of the process, as you
might well imagine, and it is a normal
process to some extent to have non-
reproducibility.”

Thus, it is more of an issue of degree
than kind, as the large proportion of
studies that lack reproducibility has
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underscored the scale of the problem
even to those who first questioned such
findings.

“It is contested, though I don't see
as many people contesting it now,”
Redman says. “I think they are shocked,
to tell you the truth. This particularly
has been a political issue because
pharmaceutical companies depend on
academic and other research to get a
basic idea of [product efficacy], but
when [subsequent researchers] go back
and try to reproduce those studies, they
cant.”

IRBs should “require that research
protocols contain explicit probability
statements about likely risks and
benefits, based on a comprehensive
review of prior studies and meta-
analyses addressing reproducibility ...
Such estimates are essential for IRB
judgment about minimizing risk,
for determining an appropriate risk-
benefit ratio for presentation as a part
of the informed consent process, and
in seeking to facilitate the informed
choices of potential research subjects,”
Redman wrote in the paper.

For their part, investigators should
include assessments of past studies in
terms of reproducibility and perceived
risk. As such requirements are
hardwired into IRB and investigator
protocols and policies, more research
should become reproducible, she notes.
As it stands, unreproducible research
may pose a risk to research participants,
particularly those from vulnerable
populations.

As defined in the paper,
reproducibility is an “umbrella term”
that includes whether an original study
can be repeated and yield the same

results. Other nuances to the concept
are “replicability” and “validation,” but
all terms generally reflect the enduring
quality of data to provide a jumping-oft
point for subsequent research.

“We are trying to dig into all of the
reasons that something might not be
reproducible, and those factors vary
dramatically,” Redman says.

Among the common reasons cited
are unrecognized study variables,
poor study design, inadequate
documentation of findings, and
overstatement of the benefits of the
research.

“Lack of reproducibility by
independent investigators may signal
that research misconduct took place
and that, as a result of fraudulent
data, current research participants and
subsequent patients could be harmed if
research and medical practices are based
on such data,” Redman wrote.

In addition to ethical issues, there
are now regulatory incentives to address
reproducibility, she says.

Though the study was published
before it was issued, recent final
guidelines by the Department of
Health and Human Services on clinical
trials emphasize that, “the public
availability of results information
helps investigators design trials and
IRBs review proposed trials, by
allowing them to weigh the proposed
study’s risks and benefits against a
more complete evidence base than is
currently available through the scientific
literature.”

Redman sees that as a strong en-
dorsement of ensuring reproducibility
in clinical trials, though she concedes
IRBs may not currently be geared up to



address the issue.

“That is the crux of it,” Redman
says. “These regulations will go into
effect in January 2017 and be enforced
three months thereafter. I think there
is no question that it will be a catch-
up situation for IRBs. The first thing
to do is to be sure that all trials are
registered. [Then] an IRB could look
on ClinicalTrials.gov for a particular
kind of proposal, see all of the studies
that have been done, and figure out
whether they have been reproduced.
Some people say this is more than an
IRB ought to do. Our response is that
it is central to their ethical role, which is
to control harms and to figure out if the
risk-benefit ratio is OK.”

Bottom-line protections for research
subjects essentially assume that a new
study is based on valid, reproducible
research — which, unfortunately, may
not be the case. As the issue is addressed
and rectified, IRBs must make good
faith efforts to do what they can to seek
evidence of reproducibility and point
out when it is lacking.

“We understand that IRBs may
have difhiculty fulfilling this right now,
but they need to work on it,” Redman
says. M
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1. Which of the following
information is not included in
the final rule of the Clinical
Trials Registry and Results
Information Submission?

A. Provide a checklist of

which elements are subject

to the regulations and who is
responsible for submitting the
required information.

B. Expand the scope of trials for
which summary information must
be submitted to include drug,
biological, and device products
that have not yet been approved,
licensed, or cleared by the FDA.
C. Monitor compliance at all
levels of clinical trial work,
including detailed reports of
investigator infractions.

D. Require additional registration
and summary information data
elements to be submitted to
ClinicalTrials.gov, including rates,

ethnicity, and full protocol.

2. Which of the following is a
penalty for researchers or
organizations that do not
comply with the NIH'’s final rule
that requires research results be
submitted to ClinicalTrials.gov?

A. NIH will publicly post notices of

noncompliance in the data bank.

B. NIH will require report

forms under certain grants

to include a certification that
required registration and results
information submission are
complete.

C. Federal agencies will need

to verify compliance before
future funding or continuation of
funding.

D. All of the above.

. The authors of a study on

the health effects of sugar in
the 1960s broke established
requirements for disclosure of
conflict of interest that were
already in place at the New
England Journal of Medicine.

A. True
B. False

. According to Barbara K.

Redman, PhD, MBE, IRBs should
require that research protocols
contain explicit probability
statements about likely risks
and benefits, based on:

A. approval and registration in the
new HHS reproducibility module.
B. a statistically significant survey
of experts in the field.

C. a comprehensive review of
prior studies.

D. good faith estimates by the

researchers.

5. Twice yearly after the test, your browser will be directed to an activity evaluation form, which
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