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C ritics and supporters both 
have weighed in on recent 
standard of care guidance 

published by the Office for Human 
Research Protections (OHRP).

Critics say the guidance’s language 
is unclear and will substantially 
confuse investigators 
and research 
participants. 
Supporters say they 
agree with OHRP’s 
interpretation 
regarding disclosure 
of research risks.

“Standard of 
care is a somewhat 
vague concept,” said 
Jerry Menikoff, 
MD, JD, OHRP 
director, at an Oct. 
29, 2014, meeting of 
the Secretary’s Advisory Committee 
on Human Research Protections 
(SACHRP).

In the draft guidance, OHRP 
defines standards of care as 
“treatments or procedures that have 
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RESEARCH 
PARTICIPANTS MAY 
HAVE REASONS TO 
PREFER THE RISKS 

OF ONE STANDARD 
OF CARE OVER 
THE RISKS OF 
ANOTHER...

OHRP’s standard of care draft 
guidance elicits praise, criticism
Defining a “vague concept,” critics say

been accepted by medical experts as 
appropriate treatments or procedures 
for a given type of disease or 
condition and are commonly used by 
healthcare professionals.”1

OHRP’s draft guidance suggests 
that IRBs and researchers consider 

risks of standards of 
care to be reasonably 
foreseeable risks of 
research for studies in 
which the standards 
of care risks are 
different — for at 
least some of the 
participants — 
from non-research 
treatment standards 
of care risks.1

Research 
participants may have 

reasons to prefer the 
risks of one standard of care over the 
risks of another, and disclosing these 
reasonably foreseeable risks of research 
to them meets a research site’s ethical 
obligation, according to OHRP’s draft 
guidance.1
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EDITORIAL QUESTIONS
Questions or comments? 

Call Jill Drachenberg,
(404) 262-5508.

Menikoff said a study involving 
premature infants, called 
SUPPORT, was a major impetus in 
the agency’s decision to write the 
guidance. (See story about SUPPORT 
study, page 16.)

“The bottom line is you have a 
particular disease out there, and our 
society will not allow doctors to do 
anything imaginable to treat that 
disease,” Menikoff added. “There are 
acceptable ways to treat the disease 
and unacceptable ways to treat the 
disease, and standard care is the 
dividing line.”

This is an old issue that gained a 
great deal of attention in the wake of 
the SUPPORT study’s controversy, 
notes Michael Gusmano, PhD, 
research scholar at The Hastings 
Center in Garrison, NY.

“I think OHRP is on the right 
track here, but I think coming 
up with different ways to modify 
the regulations to provide clearer 
guidance to IRBs on that point 
would be helpful,” Gusmano adds.

“The Draft Guidance on 
Disclosing Reasonably Foreseeable 
Risks in Research Evaluating 
Standards of Care,” published in 
the Federal Register on Oct. 24, 
2014, received numerous comments 
both in favor of the guidance and 
criticizing it during a comment 
period that was extended through 
Jan. 22, 2015.

Commenters divided

“It has been the experience of 
our IRB that investigators do not 
often provide clarity in a consent 
document when it comes to 
consideration of ‘standard of care,’” 
commented a supporter of the 
guidance, Paul Casner, MD, PhD, 
professor and chief of the division 
of geriatrics and palliative medicine 
at Texas Tech University Health 

Sciences Center in El Paso, TX.2

A national group of bioethicists, 
investigators, clinicians, and other 
experts wrote to OHRP of their 
concerns that the draft guidance 
would lead to an approach to 
informed consent that would 
mislead patients rather than inform 
them.

The draft guidance blurs the 
distinction between risks patients 
would incur if not participating in 
research and the incremental risks 
of the research itself, wrote John D. 
Lantos, MD, professor of pediatrics 
at the University of Missouri, 
Kansas City, and five others.2

“It conveys the impression that 
any alteration in the care that a 
patient would receive if the patient 
enrolled in a study, compared 
to what that patient would have 
received outside the study, will 
create a reasonably foreseeable 
risk for that patient,” Lantos and 
colleagues wrote.

Several commenters referred 
to the New England Journal of 
Medicine’s (NEJM’s) concerns about 
what is described as the guidance’s 
complex and ambiguous legalistic 
language.3

“We disagree with the proposed 
guidance because it suggests that 
within the standard of care there 
is a known differential between 
treatments. But it is precisely 
because no net differential is 
known that the research is being 
conducted,” NEJM editors wrote 
in the Nov. 27, 2014 editorial. “To 
report a differential risk or benefit 
in the informed-consent documents 
of standard-of-care research suggests 
that there are known differences 
between one standard treatment and 
the other.”3

The guidance should be changed 
to clearly state that an IRB, when 
approving research within the 
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standard of care, should determine 
whether equipoise exists between the 
options under study, NEJM editors 
stated.3

“Implicit in the IRB’s 
determination is the assurance that 
the net risks and benefits of the 
diagnostics or treatments being 
compared are not thought to be 
materially different,” the editors 
wrote.3

All standards of care do not 
pose identical risks, and research 
participants may have reasons for 
preferring one standard of care over 
the risks of another, says John Noble, 
PhD, MA, MSW, of Georgetown, 
TX, a retired researcher and long-
time member of IRB Forum.

“Standard of care is within the eye 
of the beholder, especially when you 
look at how it’s defined in that draft 
guidance,” Noble says.

Noble agrees with NEJM about 
the guidance’s ambiguity, and he 
says it doesn’t meet the requirements 
of the Plain Writing Act of 2010 
because it doesn’t provide adequate 
examples. “Only at the very end is an 
example given involving short- versus 
long-term radiation therapy for 
treating cancer,” Noble says.

Standards of care in “the 

gray zone”

Research participants are owed a 
better explanation from physicians or 
investigators, Noble says.

“A doctor could say, ‘Oh, there 
are a number of things we could do 
here that are ordinarily being done, 
and in your case we’re doing research 
on it, so we’ll randomize you to one 
treatment instead of making a guess 
of what would be best for you,’” he 
explains. “That’s now part of the 
informed consent.”

One problem with using the term 

“standard of care” in research is that 
most people think that it means 
the treatment is therapeutically OK 
in all cases, says Brian A. Gladue, 
PhD, CIP, executive director for the 
office of research compliance at the 
University of North Texas Health 
Science Center in Fort Worth.

“Standard of care varies from one 
doctor to another, and it depends on 

the discipline, how you’re trained, 
and what you prefer,” Gladue says. 

OHRP’s guidance discusses the 
issue’s gray zone, he notes.

“In the IRB world you have to 
be comfortable with the gray zone; 
we live in the gray zone while the 
regulations are black and white,” 
Gladue says.

This is why there might be nine 
IRBs approving a multisite study, 
while one IRB says “no,” Gladue says.

While guidance is supposed to 
address the gray areas, sometimes it 
further muddies the water.

“The trouble with guidance 
is sometimes it needs guidance,” 
Gladue says. “The guidance is 
supposed to remind people to 
use their brains and not just their 
checklist, to think about what 
they’re doing and the context of the 

investigators and subjects who will be 
part of the study.”

OHRP’s guidance suggests that 
investigators put more information 
than is necessary in informed consent 
documents, Joseph R. Haywood, 
PhD, president of the Federation of 
American Societies for Experimental 
Biology (FASEB) in Bethesda, 
MD, wrote in a comment on the 
guidance.2

“While we appreciate OHRP’s 
efforts to provide ample protections 
to human subjects, we urge you to re-
evaluate the intent and impact of the 
proposed guidance,” he wrote.2

“As currently written, the 
guidance has the potential to increase 
informed consent expectations for 
research activities evaluating standard 
and tested medical practice to those 
expected for research evaluating 
novel treatments,” he wrote. “FASEB 
is concerned about the potentially 
negative impacts on patient 
participation in clinical research.”2

Menikoff told SACHRP members 
that he wants to emphasize the need 
to return to core ethical concepts.

“You want to provide information 
[to participants] that will enable a 
person to make an understanding 
and enlightened decision,” he said.
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“IN THE IRB 
WORLD YOU 
HAVE TO BE 

COMFORTABLE 
WITH THE GRAY 
ZONE; WE LIVE 

IN THE GRAY 
ZONE WHILE THE 

REGULATIONS 
ARE BLACK AND 

WHITE.”
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low ends of the range. Infants in 
both treatment groups had lower 
rates of death than did infants who 
were not enrolled, and lower rate of 
death than historical controls.1

SUPPORT researchers had 
informed participating families of 
the risks of blindness, but drafted 
the consent forms according to the 

best available evidence that did not 
indicate an increased risk of death 
resulting from assignment to either 
treatment group.1

The study’s results changed this 
perception: The final mortality rate 
was 19.9% in the low-saturation arm 
and 16.2% in the high-saturation 
arm.2

SUPPORT critics point out that 
such a difference in mortality should 
have triggered a data and safety 
monitoring committee to stop the 
study and assign all of the infants to 
a higher oxygen saturation level.2

Another problem with the study 
was that it did not allow clinicians 
to offer the usual titrated care 
in which they adjust the oxygen 

“EVEN CRITICS 
OF OHRP’S 
PROPOSED 

REGULATIONS 
WOULD AGREE 
THAT THIS WAS 
PROBLEMATIC.”

SUPPORT study that started controversy was 
complicated
Study had many problematic aspects, experts say

A study called SUPPORT, 
short for Surfactant, Positive 

Pressure, and Oxygenation 
Randomized Trial, was a major 
reason behind recent draft guidance 
published by the Office for Human 
Research Protections (OHRP).

The study enrolled premature 
infants and was widely criticized as 
lacking fully informed consent, the 
OHRP director says.

“It’s not about what did or did 
not happen in SUPPORT,” said 
Jerry Menikoff, MD, JD, OHRP 
director, at an Oct. 29, 2014, 
meeting of the Secretary’s Advisory 
Committee on Human Research 
Protections (SACHRP).

“This [guidance] is giving you 
examples of what generated this 
debate,” he says.

The SUPPORT study, 
conducted between 2005 and 2009 
at 22 sites, involved randomly 
assigning about 1,300 premature 
infants to higher or lower levels of 
oxygen saturation. Both high and 
low levels were within standards of 
care.

OHRP investigated the study 
after receiving complaints and 
concluded that investigators 
had violated informed consent 
provisions by failing to inform the 
infants’ parents of serious risks 
resulting from both high and low 
levels of oxygen.

The American Academy of 
Pediatrics had recommended 
oxygen saturation levels of 85% 
to 95%, and both SUPPORT 
treatment groups were within that 
range — although at the high and 

according to how the neonate is 
responding, says John Noble, PhD, 
MA, MSW, of Georgetown, TX, 
a retired researcher and long-time 
member of IRB Forum.

The study used equipment that 
purposely gave inaccurate oxygen 
level readings to prevent clinicians 
from making changes, Noble 
explains.

“That’s hardly standard of care, 
and if I sign up for any research, 
I think I’m owed information 
about how I’m being held in the 
treatment regardless of how I am 
responding,” Noble adds.

“Once you stop doctors from 
titrating oxygen, it’s no longer 
standard of care,” says Brian A. 
Gladue, PhD, CIP, executive 
director for the office of research 
compliance at the University of 
North Texas Health Science Center 
in Fort Worth.

The more problematic aspect 
of SUPPORT was the inaccurate 
oxygen readings, says Michael 
Gusmano, PhD, research scholar at 
The Hastings Center in Garrison, 
NY.

“Even critics of OHRP’s 
proposed regulations would 
agree that this was problematic,” 
Gusmano says.

“There occasionally is a tendency 
for group-think in multisite 
protocols where, ‘All these other 
sites were OK with it, so we 
shouldn’t have any concerns either,’” 
Gladue adds.

Even SUPPORT’s use of 
a soothing acronym could be 
considered deception: “They 
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mislead mothers,” Noble says.
Another debate over SUPPORT 

and the study’s informed consent 
form is whether study participation 
involved minimal risk, Menikoff 
said at the meeting.

When a researcher tells 
a potential participant that 
participation in a study involves 
minimal risk, the researcher is 
sending a message that means the 
following, Menikoff said:

• “It doesn’t matter much 

whether or not I enter the study.”
• “Nothing important to me will 

turn on whether or not I participate 
in this study.”

• “There’s no need for me to 
think hard about whether or not to 
be in this study.”

None of those conclusions 
would be true of the type of studies 
OHRP addresses in its draft 
guidance, Menikoff says.

“We shouldn’t be providing 
information to prospective subjects 

that would lead them to these 
incorrect conclusions and thus 
cause them to do things they might 
not really want to do,” he added.
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NIH issues guidance promoting central IRB use
Draft guidance lays out expectations

The National Institutes of Health 
(NIH) is officially promoting 

the use of a single IRB for large, 
multisite clinical trials.

In December 2014, the NIH 
released a draft guidance outlining its 
expectations for the use of a central 
IRB for multisite NIH-funded 
studies. The institute acknowledged 
that the research landscape has 
evolved since the Department of 
Health and Human Services (HHS) 
first published its regulations in 
1975, when most research was 
carried out at a single site.1

HHS and Food and Drug 
Administration (FDA) regulations 
allow for the use of central IRBs 
for multisite studies, and the FDA 
and Office for Human Research 
Protections (OHRP) have both 
published guidance for usage. 
“However, too few institutions 
involved in multi-site studies are 
taking advantage of the option,” 
according to the guidance. Recent 
research has shown that many IRBs 
are still hesitant to use the central 
IRB model, citing barriers such as 
confusion over IRB responsibilities 

and lack of trust in other 
institutions’ reviews. (For more on 
this topic, see “Tools help demystify 
central IRB process” in the February 
2014 issue of IRB Advisor, page 19.)

“Despite enthusiasm for central 
IRBs, there is confusion about the 
optimal structure for central IRBs as 
well as how best to meet regulatory 
requirements,” according to an NIH 
statement. “There are questions 
about the loci of responsibilities 
and whether the IRB or institutions 
will bear the blame if adverse events 
occur.”2

There is no evidence that multiple 
IRB reviews of the same study 
enhance human subject protections, 
according to the guidance. “In fact, 
the use of single IRBs may lead to 
enhanced protections for research 
participants by eliminating the 
problem of distributed accountability, 
minimizing institutional conflicts 
of interest, and refocusing IRB time 
and resources toward review of other 
studies,” the document states.1

Using a central IRB can alleviate 
redundant, slow reviews, according 
to the guidance. “Proponents of 

the single IRB model maintain 
that review of a multi-site study by 
the IRB of each participating site 
involves significant administrative 
burden in terms of IRB staff 
and members’ time to perform 
duplicative reviews,” the guidance 
states. “When each participating 
institution’s IRB conducts a review, 
the process can take many months 
and significantly delay the initiation 
of research projects and recruitment 
of human subjects into research 
studies. Use of single IRBs in multi-
site studies, on the other hand, has 
been shown to decrease approval 
times for clinical protocols and may 
be more cost effective than local IRB 
review.”1

While the NIH will not outright 
require the use of central IRB review, 
it is promoting use in the strongest 
terms. “NIH generally expects all 
domestic sites of multi-site NIH-
funded studies to use a single IRB 
of record. The Policy applies to all 
domestic sites participating in NIH 
conducted or supported multi-site 
studies, whether supported through 
grants, contracts, or the NIH 
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New SACHRP member brings legal and bioethical 
perspective to board
SACHRP “has the capacity to push the envelope”

IRB Advisor asked Holly Fernandez 
Lynch, JD, MBioethics, executive 

director of the Petrie-Flom Center for 
Health Law Policy, Biotechnology, 
and Bioethics, Harvard Law School, 
Cambridge, MA, to discuss her role 
in joining the Secretary’s Advisory 
Committee on Human Research 
Protections (SACHRP). Before 
joining the Petrie-Flom Center, 
Lynch was a senior policy and 
research analyst for the Presidential 

Commission for the Study of 
Bioethical Issues’ report on the 
Guatemala STD inoculation study.

IRB Advisor: Would you please 
tell us a little about your work in 
human subjects research?

Lynch: In the role of executive 
director of the Petrie-Flom 
Center for Health Law Policy, 
Biotechnology, and Bioethics, I 
serve as the co-lead of the Law and 
Ethics Initiative of the Football 

Players Health Study at Harvard 
University. It’s an innovative 
research program established to 
improve the health and well-being 
of professional football players.

I’m also involved with the 
Regulatory Foundations, Ethics, 
and Law Program of Harvard 
Catalyst, where I co-lead a project 
focused on improving recruitment 
to clinical trials, and I serve on 
the Ethics Working Group of the 

intramural program,” according to 
the guidance. “All sites participating 
in a multi-site study will be expected 
to rely on a single IRB to carry 
out the functions that are required 
for institutional compliance with 
IRB review set forth in the HHS 
regulations for the Protection of 
Human Subjects.”1

The guidance will apply to Type 
1 and 2 NIH grant applications, 
contract proposals, and intramural 
multisite studies submitted for 
initial review.1 NIH expectations 
for central IRB use include the 
following:

• Participating sites will be 
responsible for obtaining informed 
consent, reporting unanticipated 
and adverse events to the central 
IRB, and overseeing implementation 
of protocols.

• The lead site will be responsible 
for maintaining authorization 
agreements and will consider local 
context when necessary.

• Participating sites are not 
barred from performing their own 
IRB review, but that site would be 

responsible for the cost of the extra 
review.

• Exceptions to central IRB 
use can be made if local review is 
designated by state, federal, or tribal 
laws, or if the central IRB cannot 

meet the needs of a specific study 
population.

• Intramural principal 
investigators and extramural 
applicants or offerers will be 
responsible for choosing the IRB of 
record.1

“Use of the designated single 

IRB will be a term and condition of 
award. If the agreed-upon single IRB 
is a fee-based IRB, these costs will be 
included in the Notice of Award as 
a direct cost. Compliance with this 
Policy will be a term and condition 
in the Notice of Award and a 
contract requirement in the Contract 
Award,” according to the guidance.

The effective date of the 
draft guidance has not yet been 
determined. The full text of the draft 
guidance can be found at http://
grants.nih.gov/grants/guide/notice-
files/NOT-OD-15-026.html.
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“I THINK 
SACHRP HAS 

THE CAPACITY 
TO PUSH THE 

ENVELOPE AND 
ENCOURAGE 

THINKING THAT 
VENTURES 
OUTSIDE 

TRADITIONAL 
BOUNDARIES...”

Multi-Regional Clinical Trials 
Center at Harvard.

Previously, I was a non-scientific 
member of the IRB at The Fenway 
Institute in Boston, MA, a research 
center with a heavy focus on HIV/
AIDS and LGBTQ [lesbian, gay, 
bisexual, transgender, and queer] 
studies.

Previously, I was a practicing 
attorney in the biotechnology 
and pharmaceuticals practice 
group of Hogan and Hartson 
— now Hogan Lovells — in 
Washington, DC, where my 
practice involved regulatory issues 
in drug development. I served as a 
bioethicist in the human subjects 
protection branch at the division 
of AIDS at the National Institutes 
of Health, where I worked 
closely with medical officers 
and statisticians on trial design, 
protocol review, informed consent, 
satisfaction of applicable regulatory 
requirements, and various issues 
that arose after trial launch. These 
involved expertise in ethical issues 
involving standards of care and 
prevention in the developing 
world, including research involving 
children, pregnant women, and the 
cognitively impaired, compensation 
for the research-related injury, 
biospecimen collection and storage, 

and the like.
IRB Advisor: What do you 

see as the most important aspects 
of SACRHP’s role and work, and 
what are some goals you’d like to 
accomplish with SACHRP in the 
next few years?

Lynch: I think SACHRP offers 
the benefit of bringing multiple 
diverse perspectives together, from 
industry and academia, lawyers 
and investigators, patients and 
research reviewers. Some of us 
are engaged with actually doing 
research every day — clinical 
and social/behavioral; some of 
us review research for our day 

jobs, and some of us are further 
removed. But all of the perspectives 
are an important addition to the 
perspectives of the regulators. I 
think SACHRP has the capacity to 
push the envelope and encourage 
thinking that ventures outside 
traditional boundaries, developing 
possible solutions that will improve 
research oversight and participant 
protections, even within the four 
corners of existing regulations — 
which, of course, leave a lot of open 
space for flexibility.

Since I’ve only been to one 
SACHRP meeting so far, it would 
be premature and presumptuous 
for me to suggest that I’m ready to 
suggest an agenda for SACHRP. 
But certainly, I do have areas of 
interest that I am hoping we pick 
up at some point during my term. 
For example, I am very interested 
in clarifying the concepts of undue 
influence and coercion, improving 
informed consent beyond 
nibbling around the edges, and 
calling attention to the problem 
of research exceptionalism, i.e., 
acting as though research is always 
something special even when it 
shares many characteristics in 
common with other activities that 
may be riskier but are substantially 
less regulated.  n

When creating a resource guide, hyperlinks can 
be useful
Consistency, brevity are goals

The main goal of creating an 
IRB resource guide is for it 

to be used and useful. If it’s too 
large and difficult to search, such 
as a 50-page paper document, or 
if it’s too cumbersome, such as a 
spreadsheet, staff might avoid it.

One way to make a resource 
guide useful is to keep it short 
and to the point, and include 
hyperlinks to additional how-
to steps, examples, tools, and 
references, one expert says.

“I wanted to make a guide that 

was accessible to everyone, that 
was more inclusive,” says Christine 
S. Epps, BS, CIP, senior research 
compliance administrator (RCA) 
and IRB education coordinator 
at the University of South Florida 
(USF) in Tampa.
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Epps had created a spreadsheet 
resource guide for her own use, 
but as it grew larger, she became 
disenchanted with its format. The 
advantages of having an electronic 
guide that could be edited and 
revised continuously were apparent, 
but she also wanted something 
more nimble and dynamic.

“To answer a question, I wanted 
more than one line, which was what 
my spreadsheet had,” Epps says. 
“The spreadsheet was not easy to 
review; you had to look hard to find 
your answer.”

That’s when she came up with 
the idea of a searchable, hyperlinked 
word processing document that 
would allow users to quickly find 
answers.1

Flexibility for pre-

review

The guide was created solely 
for internal use by RCAs, who 
pre-review studies, work with 
researchers to prepare complete 
applications, and then send those to 
the board for review.

“It’s about how to do your job as 
an RCA, where to look for things,” 
Epps says. “My future plan is to do 
it for other audiences: to write a 
guide for IRB members as they do 
their full review and to write one 
for researchers — especially student 
researchers at USF.”

The guide contains a table of 
contents, but was not designed to 
be read from beginning to end. 
It’s supposed to be searched at 
the moment an RCA needs more 
information.

The guide, which is under 20 
pages, contains main headings of 
review categories, process of review, 
and elements of application.

“It is sorted in order of the 

broadest information down to 
more specific,” Epps says. “For 
example, it starts with review types 
and categories, such as asking the 
question: ‘Do I need to submit to 
the IRB?’”

Examples from the 

resource guide

One page on continuing review 
has these brief instructions:

• “Full board determines 
Expedited 9 for a continuing review 
(CR):

“Change to Expedited 9 in ‘set 
approval period,’ note in minutes 
and add the following to the 
approval letter:

“At the convened meeting, the 
IRB determined the review type of 
this minimal risk study be changed 
from full board to expedited 
category 9 (Continuing review of 
research, not conducted under an 
investigational new drug application 
or investigational device exemption 
where categories two (2) through 
eight (8) do not apply, but the IRB 
has determined and documented 
at a convened meeting that the 
research involves no greater than 
minimal risk and no additional risks 
have been identified).”

• “Full board determines 
Expedited 9 for an initial study:

“Set approval period, but do 
not change to Expedited 9, note in 
minutes and add the following to 
the letter. After the letter is sent, go 
back to the main study application 
and set approval period again, 
changing to Expedited 9 (necessary 
due to system issue).

“At the convened meeting, the 
IRB determined the review type of 
this minimal risk study be changed 
from full board to expedited 
category 9 (Continuing review of 

research, not conducted under an 
investigational new drug application 
or investigational device exemption 
where categories two (2) through 
eight (8) do not apply, but the IRB 
has determined and documented 
at a convened meeting that the 
research involves no greater than 
minimal risk and no additional risks 
have been identified).”

The page also contains 
hyperlinks to:

• CR review step-by-step;
• expiring or expired studies;
• unstamped consent forms.
While creating the guide was 

time consuming, Epps was able to 
use information she had already put 
in the spreadsheet.

Its chief advantage is flexibility: 
It can be used quickly by experienced 
RCAs as confirmation of something 
they knew, and it can be used by new 
and inexperienced staff who might 
need detailed and extra explanations 
and tools, she says.

For instance, the guide contains 
screen shots as examples, links to 
sample consent forms, examples 
of approval letters, and federal 
regulations.1

The guide provides the 
information and tools RCAs need 
for consistency in pre-reviewing 
study applications, Epps says.

“While you’re doing a pre-review, 
you might come across something 
you saw a long time ago and you 
can’t remember what it was,” she 
says. “The information you need is 
in the guide.”

REFERENCE
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condition;
• the individual receives a 

prescription or recommendation 
from a licensed physician.

There is also a proposed bill in 
the U.S. House of Representatives, 
entitled The Compassionate 
Freedom of Choice Act of 2014, 
which would amend the Food, 
Drug, and Cosmetic Act (FDCA) 
to prohibit the U.S. Food and 

Drug Administration (FDA) from 
implementing or enforcing any 
provision of any law preventing 
or restricting the manufacture, 
importation, distribution, or sale 
of an investigational drug or device 
intended for use by terminally ill 
patients. This proposed bill differs 
from the state Right to Try laws in 
that the federal law requires that 
there be no drug or device that is 
lawfully marketed in the U.S. that 
is likely to cure the illness, and 
that the drug or device has to be 
the subject of one or more clinical 

THE RIGHT TO 
TRY LAWS DO 
NOT REQUIRE 

THAT THERE BE 
A COMPARABLE 

OR SATISFACTORY 
ALTERNATIVE.

Guest column: Is “Right to Try” the right fit for 
better access to investigational drugs?
Laws intend to give terminally ill patients greater access

By R. Bert Wilkins, JD, MHA, CIP, executive chair, Western IRB

There is a constant struggle 
between giving people, 

particularly the terminally ill, 
access to new treatments quickly, 
while also ensuring that those 
treatments are as safe and effective 
as possible. The debate continues 
with the proposal and passage of 
state “Right to Try” laws, which 
would give terminally ill people 
access to investigational drugs that 
have completed Phase I studies.

What are Right to Try 

laws?

Currently, four states — 
Arizona, Colorado, Louisiana, and 
Missouri — have passed Right 
to Try laws, and Michigan has 
a proposed statute that is fairly 
similar to the other four. While 
there are differences between these 
statutes, they all appear to be 
based on the model drafted by the 
Goldwater Institute. (The institute’s 
model can be found at http://
goldwaterinstitute.org/sites/default/
files/Proposed%20Statutory%20
Language.pdf.)

The laws in all four states say 
that a manufacturer may provide 
experimental drugs to patients:

• who have a terminal illness;
• do not have comparable or 

satisfactory alternatives;
• when the probable risk to the 

individual from the investigational 
drug is not greater than the 
probable risk from the disease or 

trials. (Text of the bill can be viewed 
at http://www.gpo.gov/fdsys/pkg/
BILLS-113hr4475ih/html/BILLS-
113hr4475ih.htm.)

Currently, terminally ill patients 
have access to investigational drugs 
only through clinical trials or the 
FDA’s expanded access program. In 
order to be treated under expanded 
access, the following criteria need 
to be met:

1. The patient or patients 
to be treated have a serious or 
immediately life-threatening 
disease or condition, and there 
is no comparable or satisfactory 
alternative therapy to diagnose, 
monitor, or treat the disease or 
condition.

2. The potential patient benefit 
justifies the potential risks of the 
expanded access and those potential 
risks are not unreasonable in the 
context of the disease or condition 
to be treated.

3. Providing the investigational 
drug for the requested use will 
not interfere with the initiation, 
conduct, or completion of clinical 
investigations that could support 
marketing approval of the expanded 
access use or otherwise compromise 
the potential development of the 
expanded access use.1

There are three different levels 
of expanded access: single patient 
treatment use, intermediate 
population treatment use, and 
treatment use. As the names imply, 
these programs are designed to get 
investigational drugs to various 
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groups of people. Single patient and 
intermediate population treatment 
use protocols are designed to give 
small numbers of people access to 
the investigational drug while there 
are ongoing studies. Treatment 
use protocols are designed to give 
whole populations access to the 
investigational drug, either because 
the drug is not available in the 
U.S., or the protocols have all 
been completed and the drug is 
waiting for final approval. For more 
information, please see 21 C.F.R.§ 
312.305-320.

Expanded access vs. 

Right to Try

The first major difference 
between the Right to Try laws and 
expanded access goes to the heart 
of why these laws were enacted or 
proposed in the first place: The 
Right to Try laws do not require 
that there be a comparable or 
satisfactory alternative. The FDA 
has indicated that FDA-approved 
drugs should be the first option 
pursued before trying to set up 
an expanded access protocol. This 
means that, unless they qualify for 
a clinical trial, many people will 
not qualify for expanded access 
until they have tried and failed all 
other approved treatments. For 
many people, by this time, their 
disease may have progressed to the 
point where it is too late for any 
treatment to work. In contrast, the 
Right to Try laws require only that 
an individual, in consultation with 
his or her physician, consider all 
of the alternatives. If the physician 
believes that an investigational 
product provides the best option, 
the physician can prescribe or 
recommend the product.

To compound the problem, the 

FDA takes different approaches 
when defining an available 
alternative. For example, the 
FDA guidance document, 
titled “Physician Request for an 
Individual Patient IND under 
Expanded Access for Non-
emergency or Emergency Use,” 
requires as part of the application 
for a single patient treatment 
use protocol the rationale 
for requesting the proposed 
treatment, including a list of 
available therapeutic options that 
would ordinarily be tried before 
the investigational drug or an 
explanation of why use of the 
investigational drug is preferable 
to use of available therapeutic 
options.2 This implies that for 
single patient treatment use, 
the comparable alternatives are 
not limited to FDA-approved 
treatments so long as there is 
adequate justification for using the 
investigational drug.

In contrast, other expanded 
access protocols require that there 
be no comparable or satisfactory 
therapeutic alternative. This means 
that FDA-approved treatments 
should be used first; specifically, 
patients may have access to 
investigational drugs only if they 
do not respond to or are intolerant 
of approved therapy. (For more 
information, see http://www.fda.gov/
downloads/AboutFDA/Transparency/
Basics/UCM202331.pdf.)

Will Right to Try laws 

be effective?

There are a number of things 
that may prevent the Right to Try 
laws from being successful. The first 
is that these laws cannot bypass 
the FDA and they provide little 
additional value. The FDA has 

sole jurisdiction in regulating the 
approval of new drugs, and it is 
unlikely that the FDA will allow 
the use of an investigational drug 
unless it meets the requirements 
under expanded access. If the intent 
of these laws is to give individuals 
access to investigational drugs, 
these laws will have little impact, 
because for single patient treatment 
use protocols the FDA already 
approves 99% of the requests.

The second reason the Right to 
Try laws may not be effective is that 
drug companies are often asked 
to balance providing treatment to 
individuals and getting the drug 
approved for everyone. The Right 
to Try laws are permissive and do 
not require the drug companies to 
provide an investigational drug. 
Given their limited resources, drug 
companies have been reluctant 
to provide investigational drugs 
under the existing FDA expanded 
access regulations. There have 
been several high-profile cases 
recently highlighting the fact that 
many people do not get access 
to investigational drugs through 
expanded access until journalists, 
congresspeople, and advocacy 
groups step in and apply pressure 
to drug companies to provide 
the treatment.3 The Right to Try 
laws do not offer any additional 
incentives for drug companies to 
provide investigational drugs, and, 
given the choice, drug companies 
will likely prefer to use limited 
resources to obtain approval of the 
drug.

There is also the major underlying 
issue that as investigational drugs 
move through the various phases 
of testing, fewer drugs move out of 
the phase than enter it. According 
to CenterWatch, only about 70% 
of drugs go from Phase I to Phase 
II, and only about 33% of drugs 



22   |   IRB ADVISOR / February 2015 IRB ADVISOR / February 2015   |   23

 nMultisite CIP study group proves 
a winner

 n New instrument measures minimal 
risk

 n Best practices in using data 
to make IRB operations more 
efficient

 n Troubled growth of non-medical 
field experiments

COMING IN FUTURE MONTHS

Here’s a change we know you’ll like: From now on, there is no more hav-
ing to wait until the end of a 6-month semester or calendar year to earn your 
continuing education credits or to get your credit letter.

Log on to www.cmecity.com to complete a post-test and brief evaluation 
after each issue. Once the completed evaluation is received, a credit letter is 
e-mailed to you instantly. 

If you have any questions, please call us at (800) 688-2421, or outside the 
U.S. at (404) 262-5476. You can also email us at: customerservice@ahcmedia.
com.

To reproduce any part of this 
newsletter for promotional pur-
poses, please contact:

Stephen Vance
Phone: (800) 688-2421, ext . 5511
Email: stephen .vance@ahcmedia .
com

To obtain information and pric-
ing on group discounts, multiple 
copies, site-licenses, or electronic 
distribution please contact:

Tria Kreutzer
Phone: (800) 688-2421, ext . 5482
Email: tria .kreutzer@ahcmedia .com 

To reproduce any part of AHC 
newsletters for educational 
purposes, please contact The 
Copyright Clearance Center for 
permission:

Email: info@copyright .com
Website: www .copyright .com
Phone: (978) 750-8400

that start Phase I studies complete 
Phase I and Phase II. Between 
10% and 30% of drugs that enter 
Phase III do not get approved.4 
This means that only about 25% 
of drugs that start Phase I studies 
ultimately get approved. In recent 
years, this quantity has been shown 
to be much smaller, and only about 
10% of drugs that enter Phase I 
ultimately get approved.

Drugs may not progress from 
one phase to another for a variety 
of reasons; however, the most 
common reasons are the drug is 
found to have greater side effects or 
risks than previously determined, 
or the drug is not effective. A new 
drug may look promising in early 
testing, but as more people take the 
drug, the initial promising results 
often do not hold up. All studies 
are well controlled and subjects 
who have comorbid conditions or 
who would otherwise confound 
the data are excluded from the 
studies. Even if patients are able 
to get access to investigational 
drugs through Right to Try laws, 
the overwhelming odds are that 
the drug is not safe and/or not 
effective. The patients who would 
be able to access investigational 
drugs may, in fact, have worse 
outcomes if they eschew approved 
treatments for an investigational 
drug. New does not always mean 
better.

Intent vs. effect

The Right to Try laws are 
intended to give terminally ill 
patients more options and help 
them direct their own care. 
While the intent is laudable, it 
is unlikely that these laws will 
have the intended effect. The 
intent appears to be to provide 

a mechanism for terminally ill 
patients to get access outside of the 
FDA expanded access regulations, 
but these laws will not be able to 
bypass the FDA requirements, and 
there are no additional incentives 
for drug companies to provide 
investigational drugs.

R. Bert Wilkins is the Executive 
Institutional Review Board Chair for 
the Western IRB in Puyallup, WA.
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CNE/CME INSTRUCTIONS

CNE/CME QUESTIONS
1. Which of the following is the 

definition OHRP uses for 

standard of care?

A . Medical treatment that is 

recognized as appropriate by at 

least three medical associations 

or by federal guidance and 

regulations .

B . Treatments or procedures that 

have been accepted by medical 

experts as appropriate for a given 

type of disease or condition and 

are commonly used by healthcare 

professionals .

C . Treatments or procedures that 

at least 85% of North American 

physicians use in daily practice .

D . All of the above

2. According to Jerry Menikoff, 

director of OHRP, which of 

the following is the implied 

message when a researcher 

tells a potential subject that 

participation in the study 

involves minimal risk?

A . “There’s no need for me to 

think hard about whether or not 

to be in this study .”

B . “Nothing important to me 

will turn on whether or not I 

participate in this study .”

C . “It doesn’t matter much 

whether or not I enter the study .”

D . All of the above

3. Which of the following is not an 

NIH expectation for the use of 

central IRBs?

A . The lead site will be 

responsible for maintaining 

authorization agreements .

B . Participating sites will be 

responsible for overseeing 

protocol implementation .

C . Participating sites that 

conduct their own IRB reviews 

will not be responsible for the 

cost .

D . The lead site can consider 

local context when necessary .

4. What is one of the main 

differences between Right to 

Try laws and FDA expanded 

access?

A . Right to Try laws can 

bypass FDA requirements for 

experimental drugs .

B . Right to Try laws don’t require 

a comparable alternative, while 

expanded access states that 

FDA-approved treatments should 

be the first option .

C . Right to Try laws provide 

additional incentives for 

drug companies to provide 

investigational drugs, while 

expanded access does not .

D . None of the above


