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“WE ARE HOPING 
AND BEGGING 
AND PRAYING 

THEY’RE MOVING 
IN THAT DIRECTION 
OF HARMONIZING 

WITH THE 
EXISTING AND 
NEW COMMON 

RULE SO WE HAVE 
A CLEAN SET OF 

REGULATIONS AND 
REQUIREMENTS.”

FDA’s Informed Consent Change Is 
Step Toward Harmonizing
And what about the revised Common Rule?

By Melinda Young, Author

The FDA’s recent move to allow 
a waiver of informed consent 
for studies involving minimal 

risk could be a first step toward 
harmonization with the 
existing Common 
Rule.

The guidance, 
published in July 
2017, was issued 
without request for 
comment. Its stated 
purpose is to guide 
IRBs, sponsors, and 
investigators about 
the FDA’s decision to 
not object when an 
IRB waives or alters 
informed consent 
requirements for 
certain minimal-
risk clinical 
investigations.1

“We are hoping 
and begging and praying they’re moving 
in that direction of harmonizing with 
the existing and new Common Rule 

so we have a clean set of regulations 
and requirements, rather than a 
divergent set,” says John Baumann, 
PhD, associate vice president for 

research compliance at 
Indiana University in 
Indianapolis.

The revised 
Common Rule may or 
may not go into effect 
on Jan. 19, 2018. 
Earlier this year, the 
Trump administration 
signaled that it 
would roll back 
new regulations. 
Although the revised 
Common Rule was 
issued the day before 
President Donald 
Trump’s Jan. 20, 
2017, inauguration, 
it was not rolled back 

— at least through the 
summer. Some IRBs and organizations 
requested to delay implementation, but 
by the end of August, it was unclear 
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EDITORIAL QUESTIONS
Questions or comments? 

Call Jill Drachenberg,
(404) 262-5508.

whether a postponement would be 
issued.

“At this point, it would take overt 
action to stop it from going into 
effect on that date,” Baumann says. 
“We’ve seen no indication of that 
action taking place, and we’ve seen 
any number of organizations request 
a change to the implementation 
date.”

The FDA’s new guidance is an 
acknowledgment that it makes no 
sense to continue to require informed 
consent for certain FDA-regulated 
studies, says David Borasky, 
MPH, CIP, vice president for IRB 
compliance at WIRB-Copernicus 
Group in Princeton, NJ.

“Unlike the Common Rule, 
which included some flexibility, FDA 
regulations never included the ability 
to waive informed consent in any 
circumstances,” Borasky explains.

The FDA finally made the change 
because of the shift to more flex-
ibility that is anticipated with the 
revised Common Rule and due to 
the 21st Century Cures Act, a bipar-
tisan bill signed by President Barack 
Obama on Dec. 13, 2016. The act 
gives the FDA authority to permit 
an exception from informed consent 
requirements when they’re minimal 
risk. The Cures Act amended certain 
sections of the Federal Food, Drug, 
and Cosmetic (FD&C) Act.1

“The forthcoming changes in the 
Common Rule and 21st Century 
Cures Act empowered the FDA to 
push through this guidance until the 
regulations could change,” Borasky 
says.

“The FDA’s waiver is great — 
allowing some flexibility, and we 
can apply it across the board,” says 
Elizabeth Kipp Campbell, PhD, 
CIP, director of the office of human 
research ethics at the University of 
North Carolina (UNC) at Chapel 
Hill.

“For us, this change is seamless: 
Our application already asked those 
questions,” Kipp Campbell says.

The FDA guidance is a positive 
move that signals the agency is taking 
the directions from the 21st Century 
Cures Act seriously, says James 
Riddle, MCSE, CIP, CPIA, vice 
president of client services at Kinetiq, 
a division of Quorum Review IRB in 
Seattle.

“My personal take is this is the 
first step the FDA is going to take 
to harmonize FDA regulations and 
the Common Rule, which has had a 
waiver of consent for a long time,” 
Riddle adds. “The FDA, perhaps, 
should have considered this change 
previously, but didn’t because of 
the FD&C Act’s words, which were 
updated by the 21st Century Cures 
Act.”

The new flexibility for minimal 
risk studies will have a small effect 
on FDA regulated studies, says 
Shawn Axe, CIP, director of the 
human research protection program 
at Indiana University.

For example, trauma patients at 
an ED may require a blood draw. 
There isn’t time to obtain consent, 
and the patients do not have the 
capacity to provide consent at the 
moment of the emergency. Under 
the FDA’s new guidance, the IRB 
could possibly waive informed 
consent, making it simpler to use 
the patients’ blood draw data for 
an emergency medicine study, Axe 
explains.

“Previously, that would not be 
possible,” Axe says. “We have not 
submitted a request to the FDA yet 
on that scenario.”

The Indiana University human 
research protection program has 
moved forward on changes that will 
reflect the new Common Rule. (See 
story on strategies to prepare for new 
Common Rule, page 111.)
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“We’re implementing a new 
consent template with the suggested 
changes to the consent language,” Axe 
says. “We’ve gotten a head start on 
that, but we’re planning to roll out 
everything else in January, including 
the big changes to exemptions and 
the new category of IRB review.”

As UNC at Chapel Hill’s IRB has 
been busy for the past year, preparing 
for reaccreditation by the Association 
for the Accreditation of Human 
Research Protection Programs 
(AAHRPP), the IRB has not been 
able to change its standard operating 
procedures and other forms to reflect 
and prepare for the revised Common 
Rule. Once the accreditation visit 
is complete in the fall, then the 
IRB can focus on revisions, Kipp 
Campbell says.

“We have taken a little of wait-
and-see,” she says. “When the new 
Common Rule is implemented, we’ll 
need to change those.”

If the new Common Rule goes 
into effect on Jan. 19, the IRB will be 
ready. But there still is a chance it will 
be delayed, Kipp Campbell notes.

Another possibility is that federal 
officials will provide the promised 
revised Common Rule guidance and 
templates at the November PRIM&R 
conference, she adds. “A lot of us are 
pinning our hopes on that.”

Kipp Campbell anticipates 
that the most challenging part of 
implementing changes will involve 
the electronic systems, particularly in 
creating new exempt categories.

“Those of us who own homegrown 
systems, that’s a lot of work, a 
lot of investment,” she says. “It’s 
enormously complex and not very 
nimble.”

By contrast, changing the 
informed consent template likely will 
be one of the easier changes to make, 
she says.

The principle behind the new 

Common Rule is to put emphasis 
on what’s the greatest risk and 
to minimize non-risk activities, 
Baumann says.

“Notwithstanding some of what 
we’ve gone through to prepare for the 
change, we appreciate and agree with 
this principle,” he says. “As much as 
this is causing difficulties and stress 
and switching priorities and wearing 
many hats and extra hours and costs, 
we really understand and support the 
underlying principle behind it.”  n
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IRBs Share Strategies to Prepare for 
New Common Rule
Big focus on software changes and informed consent

Some IRBs have been preparing 
for months for the Jan. 19, 

2018, implementation of the new 
Common Rule. Others have taken 
a more casual, wait-and-see-if-it’s-
delayed approach.

IRBs that are preparing for a 
January rollout have found that 
preparation is time-consuming and 
resource-intensive.

For instance, one IRB put most 
of its resources into software system 
changes, policy changes, and outreach 
and education to the research 
community. “We’re still working 
through a lot of these changes,” says 

Shawn Axe, CIP, director of the 
human research protection program 
at Indiana University in Indianapolis.

Kinetiq, the consulting division 
of Quorum Review IRB in Seattle, 
has been preparing institutional and 
health system clients with updated 
procedures for informed consent and 
continuing review, aiming for the 
Jan. 19 deadline, says James Riddle, 
MCSE, CIP, CPIA, vice president of 
client services at Kinetiq.

The informed consent document is 
a good example of what IRBs can do 
to prepare. It will need to change to 
meet the revised Common Rule’s new 

requirements for informed consent, 
including adding concise language 
and some key information, Riddle 
says.

“The informed consent 
document will need to have different 
information and a new look and 
feel to it,” he explains. “Not every 
institution is ready to have their 
informed consent form updated, and 
some institutions are struggling with 
whether they update the informed 
consent form for all research at the 
institution, or have one template for 
federally funded research and another 
for non-federally funded research.”
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The danger of keeping an old 
informed consent template is that 
rules could change for studies that are 
not federally funded. For example, 
if the IRB reviews a study that is not 
federally funded but is subject to 
FDA rules, then it might be wiser 
to switch everything to the template 
inspired by the new Common Rule. 
The FDA soon could harmonize its 
own rules to reflect the same changes.

The disadvantage to having only 
one informed consent template is that 
industry sponsors might not update 
their own templates, as their research 
is not government-funded, Riddle 
notes.

“So, if an institution updates its 
informed consent form template 
to include disclosures in the new 
Common Rule, industry sponsors 
may not be prepared for that and may 
push back on the institution, asking 
why the consent form has additional 
information that is not required,” 
Riddle explains.

“Some IRBs are more prepared 
than others,” Riddle adds. “Quorum 
IRB is already in the process of 
updating policies, procedures, forms, 
technology systems, and will have 
everything ready well before the 
implementation date.”

One of the first changes the 
Indiana University IRB will have 
ready is a revised informed consent 
template. The new Common Rule has 
requirements for a concise summary 
at the beginning of the informed 
consent document, and it requires 
language about returning results and 
commercialization of intellectual 
property, Axe notes.

Indiana University’s draft IC 
template lists, on the first of nine 
pages, an “Important Information” 
section with the following questions 
that investigators can answer 
to summarize subjects’ research 
participation:

• Why is this research being 
performed?

• What will happen to me during 
the study?

• How long will I participate?
• Will I benefit from the study?
• Will participating expose me to 

risks?
• Do I have other options besides 

taking part in this study?
• Will it cost me anything to 

participate?
• Will I be paid to participate?

The new template has a section 
titled, “Return of Research Results.” 
In this section, investigators are 
provided with optional language, 
depending on their decision regarding 
returning results.

For example, if the investigator 
plans to return clinically relevant 
results, then the following language 
could be used: “During this research, 
we may find out information about 
you which could be important to 
your health or to your treatment. If 
this happens, these research results 
will be provided to you.”

Then, the investigator is instructed 
to insert a description that explains 
what circumstances could lead to 
subjects receiving research results and 
how they’ll be notified. The additional 
template language suggests: “You 

may need to meet with professionals 
with expertise to help you learn more 
about your research results. The study 
team/study will not cover the costs 
of any follow-up consultations or 
actions.”

Another puzzle piece that 
institutions are dealing with involves 
how to handle elimination of 
continuation review for projects that 
were approved via expedited review, 
Riddle notes.

“Under the current Common 
Rule, when an IRB approves minimal 
risk research, the IRB has to conduct 
a continuing review at least once 
a year for the life of the study,” he 
says. “The new Common Rule is 
eliminating that requirement.”

For minimal-risk research, IRBs 
will no longer be required to conduct 
continuation reviews each year, 
Riddle says.

“However, many institutions 
attach other institutional activities to 
the IRB’s continuing review,” Riddle 
says. “For instance, the institution 
might double-check conflicts of 
interest status of the investigator at 
the continuing review; they might 
double-check training at the time of 
the continuing review.”

If an institution eliminates 
continuing review, how will the 
institution and IRB complete the 
other administrative activities that are 
tied to the continuing review?

“In general, institutions and health 
systems will need to take a hard look 
at how they’re going to implement 
the Common Rule,” Riddle says.

IRBs will need new standard 
operating procedures to reflect the 
revised Common Rule, says John 
Baumann, PhD, associate vice 
president for research compliance at 
Indiana University.

“We’ve already drafted, but 
haven’t released, new standard 
operating procedures,” Baumann 

“IN GENERAL, 
INSTITUTIONS 
AND HEALTH 

SYSTEMS WILL 
NEED TO TAKE A 
HARD LOOK AT 
HOW THEY’RE 

GOING TO 
IMPLEMENT THE 
COMMON RULE.”
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says. “There are new categories for 
exempt research, so we’ve modified 
our questionnaire for exempt research 
to capture as much as necessary 
under the new criteria.”

The Indiana University IRB also 
has developed a new limited IRB 
review process, which some categories 
will require, and they’re making plans 
for the changes to continuing review, 
he adds.

“We’re going to keep up to 
date on research carried out in our 
institution’s name, and none of those 
switches are being turned on until 
the effective date,” Baumann says.

The IRB has organized working 
groups and advisory committees 
involving faculty members and 
the research community, and has 
engaged in conversations with peer 
institutions, he says.

Thinking about the Common 
Rule change began as far back as 
2011 when the Advance Notice of 
Proposed Rulemaking was released 

for comment, Baumann says. “This 
has been something we have been 
dealing with, and Shawn has been 
leading the effort on it since 2011, to 
some extent.”

What’s made preparation 
especially difficult and time-
consuming is the electronic 
submission system, both Baumann 
and Axe say.

“Because of our technology, 
we have to work with other 
organizations within our institution, 
which have other priorities, as well, 
so it’s much more complex with 
upfront planning and making sure 
we’re in queue with the technology 
people,” Baumann says.

“The limiting factor was our 
software,” Axe adds. “It’s a glacier. 
Any changes to that software system 
require a heavy technical lift in 
regards to planning.”

By contrast, IRBs that do not have 
electronic submission processes could 
probably make the switch much 

more easily and quickly, Baumann 
says.

With the need for a major 
electronic information change, Axe 
reorganized the IRB office to work 
with information technology staff.

“We have to have our work done 
and ready to go early, so we can have 
them programmed into the system in 
enough time to have them tested as 
early as possible,” Axe says.

Some members of the IRB team 
were assigned to interpret any new or 
proposed regulations operationally. 
There was a systems group that takes 
those operations and translates them 
into the IRB’s own system, making 
them workable, Baumann explains.

“We hired a technical writer so 
we could get the policies and staff 
manuals and websites rewritten,” 
he says. “We had to redirect some 
operational resources in preparation 
for this huge regulatory change, and I 
definitely think those are in positions 
we can maintain long term.”  n

NIH Considers Action on Pay-to-Participate Trials
FDA raids stem cell clinics, charging questionable practices

Recent action by federal au-
thorities against stem cell clinics 

charged with questionable practices 
appear to validate concerns raised by 
bioethicists like Leigh Turner, PhD, 
who recently warned that some stem 
cell clinics are charging research sub-
jects exorbitant fees for participation 
in experimental treatments marketed 
as clinical trials on ClinicalTrials.gov.

In a related development, the FDA 
recently cracked down on two stem 
cell clinics, including one charged for 
using smallpox vaccine for some kind 
of therapy. (For more information, see 
related story on page 115.)

“There are a number of things 

that have gone on to increase FDA’s 
enforcement activity in this area,” 
says Turner, a professor in the Center 
for Bioethics at the University of 
Minnesota in Minneapolis. “I think 
empirical studies like the one we did 
last summer1 and the one that just 
came out on ClinicalTrials.gov2 helps 
put pressure on the FDA and gives 
them some guidance in terms of 
where to focus.”

In the most recent study, Turner 
called the NIH to account for 
allowing questionable “pay-to-
participate” trials to be listed on 
its ClinicialTrials.gov site, some of 
which appeared to be essentially 

marketing tools to charge research 
subjects to join the study.

“In general, there are a lot of 
problems with charging people [in 
a clinical trial],” Turner tells IRB 
Advisor. “It raises a variety of ethical 
and scientific issues just in terms 
of the kinds of studies that people 
are paying for. Some of the studies 
are not blinded and they are not 
randomized. It’s a particular kind 
of study that seems to fall into that 
‘pay-to-participate’ category. When 
you look at a lot of these listings, 
and look at study design, I think 
it’s fair to say what we are looking 
at here, for the most part, is a 
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marketing exercise — a great way 
to attract customers is to put up a 
listing on ClinicalTrials.gov and call 
it a study.”

Critical Points

In the paper, Turner distilled his 
findings to the following critical 
points:

• Some companies use studies 
listed in ClinicalTrials.gov to sell 
stem cell interventions research in 
the context of “patient-funded,” 
“patient-sponsored,” or “self-funded” 
studies.

• Inclusion of these studies 
that have not been subject to FDA 
oversight and screening by NIH 
officials may compromise the 
integrity of the database.

• Listing “pay-to-participate” 
studies in the database also risk 
confusing potential research 
participants by making it difficult 
to distinguish between commercial 
medical treatments and clinical 
research evaluating interventions.

• As a result of these issues, there 
is a clear need for careful screening 
of clinical studies before they are 
registered with ClinicalTrials.gov.

“I think if someone wants to 
come forward with a series of 
arguments that address all of those 
concerns, I would be interested 
in hearing that,” Turner tells IRB 
Advisor. “But, in general, it is better 
to have a framework for clinical 
trials where research subjects aren’t 
the ones paying. We already ask 
a lot of research subjects because 
they bear of risk of participating in 
clinical studies. The usual idea is 
that research subjects take the risk 
of receiving an investigational agent. 
You are not charged thousands of 
dollars [to do so].”

Most IRBs probably are unaware 

of such studies, and many are not 
directly involved in them, he says.

“I think a lot of IRBs are 
operating at a very different status,” 
Turner says. “They are in hospitals, 
at universities, and they are getting 
studies from legitimate researchers 
and evaluating them. They are not 
necessarily aware of what is taking 
place on ClinicalTrials.gov. I think 
there is still a fairly widespread 
assumption that you can refer 
people to ClinicalTrials.gov because 
it is this reliable, clinical source of 
information from the NIH. But that 
kind of referral may send people to 
places that advertise and administer 
unproven [trials]. Providing a 
well-intentioned referral may put a 
patient at risk.”

One does not need to know 
a lot about federal regulations to 
realize, at least on the surface, these 
look like questionable studies, but 
it’s conceivable that an IRB could 
receive a protocol and approve it 
and not be aware that a particular 
business plans to charge people to be 
in that study, he notes.

“That said, a little bit of diligence 
if you get something from an 
organization, and you go on the 
internet and realize they are selling 
stem cell treatments for $20,000 a 
pop,” Turner says. “You would hope 
that IRBs figure out what is going 
on. I’m just trying to acknowledge 
the possibility. I can imagine a 
scenario where IRBs are simply not 
being given relevant information. 
But I think what is going on is 
that a small number of IRBs are 
operating in a way that enables 
these stem cell clinics. They act as 
a kind of rubber stamp, approving 
studies in which participants are 
charged. This ought to go through 
the FDA. I don’t think you can go 
to just any IRB in the U.S. and get 
this outcome — I think there are a 

handful of IRBs that these clinics go 
to, and they know very well which 
IRBs to approach.”

NIH Mulls Changes

As a result of Turner’s findings, the 
National Institutes of Health (NIH) 
tells IRB Advisor it will be taking 
additional action to protect research 
participants by going beyond the 
“disclaimer” it lists on ClincalTrials.
gov, which essentially reflects the old 
Latin warning caveat emptor, “let the 
buyer beware.” IRB Advisor asked if 
NIH is considering taking stronger 
steps than posting a disclaimer on the 
clinical trials site.

“Yes, NIH is actively evaluating a 
range of options for helping potential 
research participants understand 
the potential benefits and risks of 
participating in clinical research 
studies and consider individual 
studies,” an NIH representative 
responded in an email. “More 
information about these steps will 
be announced as decisions are made. 
… Note that in addition, [the site] 
now displays that disclaimer on all 
ClinicalTrials.gov pages, including 
each individual study record. 
This was done to ensure that the 
important disclaimer message is seen 
by all users, including those directed 
to a study record by a search engine.”

Hope and Skepticism

IRB Advisor further asked NIH 
to confirm whether it is permissible 
within their policies to list trials that 
charge participants.

“That is correct,” the NIH 
representative wrote. “ClinicalTrials.
gov accepts information about 
clinical studies involving human 
subjects that assess biomedical and/
or health outcomes as long as the 
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study sponsors or investigators 
indicate that the study conforms to 
applicable human subject or ethics 
review regulations and applicable 
regulations of the national or regional 
health authority. This may include 
studies that charge participants. 
There is no blanket legal or ethical 
prohibition against charging 
individuals to participate in clinical 
research, per se. Our approach of 
listing submitted information for all 
clinical studies that follow prevailing 
laws and regulations is consistent 
with the mission of ClinicalTrials.
gov to increase transparency into 
clinical research by making publicly 
accessible information about such 
studies.”

Turner expressed hope at the 
NIH promise of action, but remains 
skeptical just how far the agency will 
go.

“To date, their response has 
been to increase the visibility of 
that disclaimer,” he says. “It now 
has a more prominent position on 
the homepage. I didn’t really think 

that that was an adequate step, 
just because so many people rely 
on ClinicalTrials.gov as a crucial 
source of information. As far as what 
they do next, I guess it’s somewhat 
encouraging if they are suggesting 
that they realize there is a problem 
with the ease at which people can 
register studies on ClinicalTrials.
gov, including studies that probably 
shouldn’t be on there.”

As a first step, the HHS could red 
flag, or outright remove, the more 
questionable studies, Turner says. 
There should be some kind of vetting 
process so studies are not just placed 
on the site without any review or 
scrutiny, he adds.

“I can imagine some very basic 
steps that would improve the quality 
of the site,” he says. “In the past 
when reporters have called, some 
of [the NIH] responses to me have 
seemed fairly defensive in terms of 
not really doing much of anything 
beyond the disclaimer. I am glad 
to hear that you got that response. 
Part of it is there are some pay-

to-participate studies that have 
already been identified — that was 
the point of the article. A number 
of international clinics have also 
registered these pay-to-participate 
studies. They are not hard to 
find, either, so I think these are 
examples of where they might start 
just by retracting some that are on 
ClinicalTrials.gov. As far as additional 
steps, if they look for studies that say 
something like ‘self-paid, patient-
funded, and patient-sponsored.’ The 
only way you can charge people is if 
you have permission from the FDA. 
Again, those seem like good examples 
that should just be retracted.”  n
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FDA Lowers the Boom on Stem Cell Clinics
Smallpox vaccine found on one site

The FDA recently cracked down 
on two stem cell clinics for 

questionable research practices, 
including one clinic that was 
using smallpox vaccine as part of a 
treatment protocol.

The FDA took action to prevent 
the use of “a potentially dangerous 
and unproven treatment” belonging 
to StemImmune Inc. in San Diego, 
and administered to patients at the 
California Stem Cell Treatment 
Centers in Rancho Mirage and 
Beverly Hills, according to an FDA 
report of the incident.1

On, Aug. 25, 2017, the FDA 
seized five vials of Vaccinia virus 
vaccine, a live vaccine indicated 
only for the military, lab researchers, 
and some healthcare workers. The 
vaccine is primarily to protect against 
a bioterrorism attack, as smallpox 
has been eradicated in the wild for 
decades.

“Each of the vials originally 
contained 100 doses of the 
vaccine, and although one vial 
was partially used, four of the 
vials were intact,” according to 
the report. “As the vaccine is not 

commercially available, the FDA 
has serious concerns about how 
StemImmune obtained the product 
for use as part of an unapproved and 
potentially dangerous treatment. 
The FDA is actively investigating the 
circumstances by which StemImmune 
came to possess the vaccine.”

FDA Commissioner Scott 
Gottlieb, MD, issued a personal 
statement, saying that as a cancer 
survivor he knows “all too well the 
fear and anxiety the diagnosis of 
cancer can have on a patient and 
their loved ones and how tempting 
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manufactured by U.S. Stem Cell 
Clinic for any use,” the agency 
stated.

The FDA further charged in its 
report that U.S. Stem Cell Clinic 
tried to impede its investigation by 
refusing to allow entry except by 
appointment and by denying FDA 
investigators access to employees.

“Refusing to permit entry or FDA 
inspection is a violation of federal 
law,” according to the report.

The FDA has requested a 
response from U.S. Stem Cell Clinic, 
including a statement of how the 
deviations noted in the warning letter 
will be corrected, within 15 working 
days.

A critic of stem cell operations 
marketing questionable treatments 
welcomed the news, but wondered if 
FDA would follow through beyond 
the rhetoric.

“I really think it depends on what 
happens over the next several months 
or several years,” says Leigh Turner, 
PhD, who recently warned that 

“I THINK IT ALL 
COMES DOWN 

TO WHAT EXTENT 
IS THIS MOSTLY 

RHETORIC 
AND TO WHAT 
EXTENT IS THE 
FDA STAKING 

OUT WHAT THEY 
ARE GOING 
TO DO AND 

THEN ACTUALLY 
PROVIDING SOME 

OVERSIGHT 
FOR THE 

MARKETPLACE.”

it can be to believe the audacious, 
but ultimately hollow, claims made 
by these kinds of unscrupulous 
clinics. … The FDA will not allow 
deceitful actors to take advantage of 
vulnerable patients by purporting to 
have treatments or cures for serious 
diseases without any proof that they 
actually work.”

Apparently, the vaccine was used 
to create an unapproved stem cell 
product — a combination of amounts 
of vaccine and stem cells derived from 
body fat, the FDA reported.

“[The product] was then 
administered to cancer patients with 
potentially compromised immune 
systems and for whom the vaccine 
posed a potential for harm, including 
myocarditis and pericarditis,” the 
FDA reported. “The unproven and 
potentially dangerous treatment was 
being injected intravenously and 
directly into patients’ tumors.”

Gottlieb urged healthcare 
providers, patients, and consumers to 
report these kinds of activities or any 
adverse events associated with these 
unproven treatments.

The FDA also issued a warning 
letter2 to U.S. Stem Cell Clinic of 
Sunrise, FL, for “marketing stem 
cell products without FDA approval 
and for significant deviations from 
current good manufacturing practice 
requirements, including some that 
could impact the sterility of their 
products, and put patients at risk.”

The FDA recently inspected 
U.S. Stem Cell Clinic and found 
that the clinic was processing stem 
cells derived from body fat and 
administering them to treat a variety 
of serious diseases or conditions, 
including Parkinson’s disease, 
amyotrophic lateral sclerosis (ALS), 
and chronic obstructive pulmonary 
disease (COPD).

“The FDA has not reviewed or 
approved any biological products 

some stem cell clinics are charging 
research subjects exorbitant fees 
for participation in experimental 
treatments marketed as clinical trials 
on ClinicalTrials.gov.

“There are a number of things 
that have gone on to increase FDA’s 
enforcement activity in this area,” 
says Turner, a professor in the Center 
for Bioethics at the University of 
Minnesota in Minneapolis.

“I say that just because there was 
a fairly forceful announcement from 
Scott Gottlieb suggesting that the 
FDA plans on dealing with what they 
describe as the few ‘bad actors’ that 
are out there,” he says.

Still, Turner questions if the FDA 
has fired a warning shot over the 
bow or has begun a comprehensive 
enforcement effort that will continue 
with subsequent investigations.

“Are we are going to see a 
significant increase in warning letters, 
other forms of regulatory action, or 
do we have this announcement and 
then a minor uptick in enforcement 
activity — and that’s it?” he asks. 
“If it’s the latter, then I don’t expect 
to see any major changes in the 
marketplace. I think it all comes 
down to what extent is this mostly 
rhetoric and to what extent is it the 
FDA staking out what they are going 
to do and then actually providing 
some oversight for the marketplace. 
It’s difficult to predict.”  n
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consent is obtained for identifiable 
specimens,” Borasky explains. “As we 
delve into it, it is a very complicated 
issue, and it will present significant 
challenges for research institutions.”

The chief problem is once 
someone opts out of broad consent 
for the use of their biospecimen data, 
a research institution or someone 
else will have to find a way notify 
researchers and others to not use 
that particular biospecimen or data, 
Borasky says.

“If you say ‘no’ to the broad 
consent, it requires institutions to 
track that you said, ‘no,’ so your 
data is never used and you’re not 
asked again,” says Elizabeth Kipp 
Campbell, PhD, CIP, director of the 
office of human research ethics at the 
University of North Carolina (UNC) 
at Chapel Hill.

“You can imagine what a logistical 
nightmare that is,” Campbell 
says. “You’re creating a durable 
confidentiality risk for a person 

Broad Consent Issues raised by SACHRP 
and Others
PIs say ‘Yes;’ organizations say ‘Whoa’

“IF YOU SAY 
‘NO’ TO THE 

BROAD CONSENT, 
IT REQUIRES 

INSTITUTIONS 
TO TRACK THAT 
YOU SAID, ‘NO,’ 
SO YOUR DATA 
IS NEVER USED 

AND YOU’RE NOT 
ASKED AGAIN.”

At first blush, broad consent  
 sounded like a great idea 

for research involving banked 
biospecimens and data collected 
during clinical care. It was discussed 
in the Sept. 8, 2015, Notice of 
Proposed Rulemaking for the 
revised Common Rule, and the 
Secretary’s Advisory Committee 
on Human Research Protections 
(SACHRP) followed up with its 
recommendations.1,2,3

With broad consent, patients 
would have an easy and speedy 
opportunity to opt out of future 
research uses of their biospecimens. 
But if they didn’t opt out — and 
most people probably would agree to 
the research use of their specimens — 
then scientific progress could proceed 
without the consent roadblock.

This ease of consenting greatly 
appealed to many investigators. 
But there are significant logistic 
problems that research institutions 
are recognizing and that SACHRP 
recently discussed at its July 2017 
meeting.

“We have spent a lot of time 
looking at broad consent, and it 
raises a lot of questions,” says David 
Borasky, MPH, CIP, vice president 
for IRB compliance at WIRB-
Copernicus Group in Princeton, NJ. 
Borasky is co-chair of SACHRP’s 
Subpart A Subcommittee that 
focuses on issues, including informed 
consent, related to Subpart A of the 
Common Rule regulations.

“When people first heard of 
it, there were a lot of knee-jerk 
reactions: Some thought it would 
be a nice, easy fix for how informed 

who did not want to be in research, 
because you have to track this 
person.”

Implementation is the chief 
issue. “We have concerns about how 
difficult that will be to implement,” 
says John Baumann, PhD, 
associate vice president for research 
compliance at Indiana University in 
Indianapolis.

“Or, it would be fairly easy to 
implement, but very hard to track,” 
he adds. “We work with other 
medical centers that are not under 
our jurisdiction, and they would 
have to make the decision, as well, 
to participate in a broad consent 
process, and they have not been 
eager to assume the risk of tracking.”

SACHRP recommends that 
institutions wishing to use broad 
consent develop policies that 
describe the circumstances when 
someone can be approached for 
broad consent, Borasky says.

For example, if someone enters a 
health system for elective surgery, the 
person can provide or decline broad 
consent. Then, six months later, if 
the same person enters the same 
health system for something entirely 
different, is it appropriate to ask that 
person again about broad consent, 
he explains.

“The question becomes, ‘Under 
what circumstances is re-contact 
appropriate? Should there be a time 
delay?’” Borasky says.

“SACHRP considered what 
happens if someone is noncommittal 
toward it and does not give clear 
informed consent, nor clearly 
says, ‘No,’” he says. “What do 
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you do with their information or 
specimens?”

For IRBs and research 
organizations considering broad 
consent, SACHRP’s guidance is 
thoughtful and could be helpful, 
Borasky says.

“If the Common Rule goes into 
effect in January, institutions can use 
the broad consent process,” he adds. 
“If they want to implement it in 
January 2018, then they need to lay 
the groundwork for that now.”

Baumann says his institution will 
not immediately implement broad 
consent, but will continue to explore 

possibilities with their affiliates.
“I think broad consent is one of 

those things that, at first, seemed like 
a really great idea,” Baumann says. 
“But once you delve deeper into its 
implications, you see that it’s a great 
idea as long as everyone says, ‘yes.’ 
But if someone says, ‘no,’ the risk 
becomes very significant.”  n
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AllTrials Seeks Transparency in Big Pharma 
Studies
Results from old trials not released

The AllTrials campaign, striving 
to achieve full disclosure 

of all results in clinical trials, 
recently conducted an audit 
of the transparency policies of 
pharmaceutical companies, finding 
them open enough on the surface — 
but beset with devils in the details.

Researchers scrutinized the trial 
registration and reporting policies 
of major pharmaceutical companies 
worldwide in what is apparently the 
first such attempt to systematically 
examine drug company policies on 
trial transparency. It is something 
of an understatement to say the 
results were mixed, with gains in 
transparency in one area offset by 
impenetrable policies in another.

They found that most large 
companies have some manner 
of publicly stated policy about 
registering and reporting results 
from current trials. However, only 
around half of the company policies 

examined revealed results from 
past trials, said Ben Goldacre, lead 
author and co-founder of AllTrials, 
in a podcast interview with BMJ.1

“It’s very clear that we need the 
results trails from much further 
back,” Goldacre said. “We also found 
for the commitments on sharing 
individual patient data and clinical 
study reports — which are much 
more detailed sources of information 
about clinical trials — the average 
start date for those only 2012. So 
again, that is hopelessly recent.”

In addition, many 
pharmaceutical companies were 
reticent to share data from trials on 
off-label uses of drugs, either for 
unlicensed treatments or unlicensed 
uses of drugs for licensed treatments, 
he said.

“That is very problematic,” 
Goldacre said. “We know the off-
label uses are very common, and are 
often warranted and are clinically 

reasonable. The methods and results 
of clinical trials on unapproved 
treatments can be very important. 
The history of medicine is littered 
with examples where there have 
been problems with a whole class of 
treatments, which were apparent, 
with drugs that were members of 
that class that were never approved. 
And because those drugs were never 
approved, the trials were never 
shared, though they may have given 
an early warning of trouble ahead.”

The investigation was conducted 
between April 2015 and April 2016. 
Just over half of the companies 
engaged, including 11 out of 50 
who said they would make some 
changes to their published policies 
because they did not reflect practice, 
or to clarify the issues raised.

In general, the drug company 
transparency policies often were 
vague and ambiguously worded, 
internally contradictory, or difficult 
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 n Providing ethics reviews of tech 
company research

 n Strategies for social-behavioral 
IRBs in implementing new 
Common Rule

 n How are IRBs dealing with new 
tracking device protocols?

 n Best practices in de-identifying 
qualitative data

COMING IN FUTURE MONTHS

to interpret, the authors found.
“We found policies that 

contained ambiguous language and 
problematical contradictory use 
of the term ‘all’ as in ‘all trials,’” 
Goldacre said. “These were not just 
poorly defined caveats of the policies 
but also inconsistencies within 
documents, multiple documents 
describing one company’s policy that 

had inconsistencies between them. 
We found examples of companies 
that had different policies for 
different reasons.”

The authors recommended that 
pharmaceutical companies should 
draft clear, simple statements on 
drug trial information that they 
will or will not share. As a model, 
the paper includes a boilerplate 

transparency policy that can be used 
and modified.  n
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Study: Trial Results for New Neurological Drugs 
Often Go Unpublished

Results of clinical trials for 
“stalled” neurological drugs 

— those which had at least one 
completed Phase III trial but failed 
to receive FDA approval — are 
heavily underreported, found a 
new study.1 “There are several 
ethical concerns,” says Jonathan 
Kimmelman, PhD, one of the 
study’s authors and an associate 
professor in the Biomedical Ethics 
Unit at Montreal-based McGill 
University.

“Nonpublication fails to redeem 
the sacrifice that patients make 
when they enroll in clinical trials 
to advance medical science,” says 
Kimmelman. The study found 
that 14,092 and 33,882 volunteers 
participated in unpublished trials 
of licensed and stalled neurological 
drugs, respectively.

Many patients in neurological 
trials have advanced disease and 
may have diminished mental 
capacity. “This makes it all the more 
important to show proper regard 
for their contributions to science 
by disseminating the results of such 
trials,” says Kimmelman.

Nonpublication of trials for drugs 
that never get licensed is “doubly 
troubling,” adds Kimmelman. This 

is because patients in such trials have 
been exposed to a drug that is later 
deemed either unsafe or ineffective.

Nonpublication deprives patients 
and healthcare systems of safety and 
efficacy evidence. “It also forgoes an 
opportunity to update our theories 
of disease processes, since every time 
we run a trial we learn indirectly 
about how those processes work,” 
says Kimmelman.

Results data were not publicly 
available in any form for 10% (16 
of 163) and 46% (94 of 203) of 
trials of licensed and stalled drugs, 
respectively.

“All this is especially concerning 
in neurology for several reasons,” says 
Kimmelman. The failure to report 
this information slows the process of 
medical research in neurology — an 
area characterized by very pressing 
needs with few effective treatments, 
notes Kimmelman.

Since the failure rate in neurology 
drug development is among the 
highest in any disease area, says 
Kimmelman, “we ought to be 
capturing and utilizing every bit of 
evidence we can.”

Some evidence suggests that high 
failure rates are causing companies 
to diminish their investments in 
neurological drug development. 
“This portends an evidence-spare 
future for neurological drug 
development,” says Kimmelman. “It 
further highlights the importance 
of circulating what evidence we do 
gather.”  n
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CME/CE INSTRUCTIONS

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

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

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

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

CME/CE QUESTIONS

1. In July, the FDA said it would 

make a change to which 

regulations governing clinical 

research?

a . The FDA will allow a waiver 

of informed consent for studies 

involving minimal risk .

b . The FDA will allow broad 

consent in large, multisite studies .

c . The FDA will fully harmonize 

its own regulations with those 

proposed in the revised Common 

Rule .

d . All of the above

2. The FDA recently cracked down 

on two stem cell clinics for 

questionable research practices, 

including one that was using 

which of the following as part 

of a treatment protocol?

a . Subclinical smallpox exposures

b . Smallpox vaccine

c . Research subjects who were 

naturally immune to smallpox

d . All of the above

3. Why are some research 

institutions reluctant to use 

broad consent, which would 

provide patients an opportunity 

to opt out of future research 

uses of their biospecimens?

a . Developing broad consent 

forms would be too time-

consuming .

b . Full consent is better for all 

concerned in these studies .

c . If a patient opts out of broad 

consent, then the research 

institution or someone else must 

find a way to track that person’s 

data and notify researchers and 

others to not use it .

d . None of the above

4. The AllTrials campaign effort to 

disclose results of clinical trials 

of pharmaceutical companies 

found that the companies 

are willing to disclose results 

of older trials, but nothing 

published within the last two 

years.

a . True

b . False


