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“What'’s in a name? That which thy call a rose

by any other name would smell as sweet.”
— William Shakespeare

Could this Shakespearean adage be true of
the policy terms used to describe research
ethics review processes based on the principle
of mutual recognition? Today, biomedical
research is contingent on sharing research
data [1-3] often across international bor-
ders [4]. This is because of the size of datasets
necessary to make scientifically sound links
between the human genome and underly-
ing determinants of disease [5]. The degree of
collaboration between researchers/research
institutions typified in genomics and related
‘omics disciplines’ can therefore pose sig-
nificant challenges for research ethics review
where approval is sought on an institution-by-
institution basis [6]. Policy initiatives and leg-
islation adopted to streamline research ethics
review in North America, Europe and Aus-
tralia are unified in their motivation and phi-
losophy (7-9]. The motivation is that research
ethics review processes must complement
the collaborative and data-centric nature
of biomedical research if they are to enable
clinical innovation [10]. The philosophy is
the principle of mutual recognition, gener-
ally understood to describe an arrangement
whereby one research ethics review commit-

tee (REC) accepts the processes used to come
to decisions of other institutional RECs.

The plurality of terms used for policies and
models of research ethics review that activate
the principle of mutual recognition is the
focus of this paper. An index of the terms
equivalence, reciprocity, centralization and
mutual acceptance from the USA, Canada,
UK and Australia, respectively, will be com-
pared. In addition to differences in nomen-
clature, policies that operationalize mutual
recognition between RECs also vary in their
degree of legislative formality. Although some
policies pursuant to mutual recognition are
legislated, not all can be centrally enforced.
This is particularly true of countries with
federated health systems such as Canada
and Australia. The tediousness of the ethics
approval process for principal investigators
involved in multisite/jurisdictional  proj-
ects was the primary motivation for reform
in these countries, where memoranda of
understanding and interinwstitutional agree-
ments are still used to operationalize mutual
recognition (see Figure 1).

Equivalent protections — USA

Equivalent protections was embedded in
the 2001 Revisions of the Common Rule in
the US, but laid dormant until its revival in
more recent years. The concept of equivalent
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UK
Centralization

National Statement on

Common rule Governance Arrangement ! :
Statement: Ethical Conduct for Research Ethics Ethical Conduct in Human

45 CFR 46 of Research Involving Humans  FgTasatas i1t 120rS Research; National
Certification Scheme;
National Mutual Acceptance
Scheme
46.101 Review Mechanisms for Article 3.2.5 National Statement on Ethical Conduct

When research covered by this
policy [Common Rule] takes
place in foreign countries,
procedures normally followed in
the foreign countries to protect
human subjects may differ from
those set forth in this policy [...]
In these circumstances, if a
department or agency head
determines that the procedures
prescribed by the institution
afford protections that are at
least equivalent to those
provided in this policy, the
department or agency head may
approve the substitution of the
foreign procedures in lieu of the
procedural requirements
provided in this policy

Research Involving Multiple
Institutions
and/or Multiple REBs

Article 8.1

Multiple institutions may enter
into official agreements under
which they will accept, with an
agreed level of oversight, the
research ethics reviews of each
other's REB. This might involve
specific agreements between
institutions for sharing their

workload. Alternatively, institutions

may decide that reciprocity
agreements should be established
for the ethics review of each
relevant research proposal on a

case-by-case basis. In either case,

researchers shall ensure that the
reviewing REB is provided with
any relevant information about

the local populations and
circumstances that would
ordinarily be available to the local
REB, and that may have a bearing
on its review.

Each research proposal is subject to

review by no more than one REC

within the UK Health Deartments”

Research Ethics Service, unless
required by law or by a managed
appeals process

in Human Reseach

Chapter 5.3—Minimizing Duplication of
Ethics Review

Guideline 5.3.1

Wherever more than one institution has a
responsibility to ensure that a human
research project is subject to ethical
review (see paragraph 5.1.1), each
institution has the further responsibility to
adopt a review process that eliminates any
unnecessary duplication of ethical review.
Guideline 5.3.2

Different institutions that regularly have
review responsibilities for the same
research (for example, universities and
related teaching hospitals) should agree
on a single review body to review the
research.

The NHMRC National Certification
Scheme

The NHMRC National Certification
Scheme, in support of single ethical review
for multi-centre research, reviews ethical
review processes of institutions, to ensure
that they can facilitate single ethical review
and that they meet the requirements of

the National Statement on Ethical

Conduct in Human Research (2007).
National Certification Scheme

National Mutual Acceptance Scheme

Reviewing Human Research Ethics
Committees

The single ethical and scientific review of a
multi-centre clinical trial is to be

conducted by an appropriate NHMRC
Certified HREC in a participating
jurisdiction.

Figure 1. International comparison of policy terminology and relevant legislation of research ethics review based on the principle of
mutual recognition in the USA, Canada, UK and Australia.
NHMRC: National Health and Medical Research Council; REB: Research ethics board; REC: Research ethics committee.
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protections was inspired by policy recommendations
from the then National Bioethics Advisory Commis-
sion (now the Presidential Commission for the Study
of Bioethical Issues). The National Bioethics Advisory
Commission debated the functionality of local research
ethics review, concluding “as long as an accredited IRB
reviews and approves the research protocol, multiple
IRB reviews of the same research protocol are not
always necessary to ensure the protection of research
participants. For research studies conducted solely by
one institution, it often makes sense for that institu-
tion’s IRB to conduct the review. But for cooperative
research, IRB review by all institutions participating in
the research should be the exception” [11].

Equivalent protections effectively recognize the deci-
sions of REC:s in jurisdictions where ethical safeguards
for research participants are comparable to those estab-
lished in the Common Rule. The Office of Human
Research Protections determines eligibility for juris-
dictions in which equivalent protections holds. The
recent notice of proposed rulemaking makes explicit
its recommendation that “US institutions engaged in
cooperative research rely on a single IRB for that por-
tion of the research that takes place within the USA,
with certain exceptions” [12]. The Common Rule regu-
lations may well transition to the centralized approach
if the recommendation currently found in the notice of
proposed rulemaking is adopted [12].

Centralization — UK

Centralization of ethics review in England is likewise
prescriptive in its federal health legislation. The National
Research Ethics Service was established in December
2011, and is a core part of the Health Research Author-
ity. The Health Research Authority appoints RECs in
England, and works collaboratively with equivalent
appointing authorities in Scotland, Wales and North-
ern Ireland [13]. The appointed RECs review applica-
tions for research conducted at all National Health Ser-
vice (NHS) institutions, and use the integrated research
application system to coordinate all applications to reg-
ulators and research sites. As of August 2013, 69 RECs
have been appointed by the NHS in England, which
review approximately 6000 protocols per year [13]. This
centralized model also ensures that RECs comply with
relevant laws and regulations related to information
governance, including data protection [14].

Reciprocity — Canada

Healthcare delivery and health policy — including the
organization of research ethics review — is the juris-
diction of the provinces in Canada. The Tri-Council
Policy Statement: Ethical Conduct of Research Involv-
ing Humans establishes the national research eth-
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ics guidelines in Canada, although it is only legally
binding for researchers who receive federal funds.
In 2010, the Tri-Council Policy Statement: Ethical
Conduct of Research Involving Humans introduced
three alternative models of institutional ethics review
where research involves multiple RECs: independent,
delegated and reciprocal [15]. While the independent
model preserves locally specific oversight of ethics
review, it imposes practical and resource challenges
for multisite/jurisdictional projects. The delegated
and reciprocal models both manifest the principle of
mutual recognition albeit through slightly different
mechanisms. Whereas the delegated model “may allow
research on specialized content or research methods to
be reviewed by an external, specialized or multi-insti-
tutional research ethics board (REB),” the reciprocal
model establishes that “institutions may enter into offi-
cial agreements under which they will accept, with an
agreed level of oversight, the research ethics reviews of
each other’s (RECs)” [1¢].

Until recently, the independent model of ethics
review was the most widely adopted in Canada. Four
provinces have since transitioned, or are currently in
the process of transitioning to either delegated or recip-
rocal models since 2010 (Alberta, British Columbia,
Newfoundland/Labrador and Quebec [9]). Mutual
recognition has also been operationalized for ethics
review of discipline-specific research, including can-
cer [17] and maternal—infant clinical research [18]. The
Ontario Cancer Research Ethics Board of the prov-
ince of Ontario oversees multicenter clinical trials and
serves as the board of record for 26 research sites with
established agreements. As such, the Ontario Cancer
Research Ethics Board accelerates the ethics review
process, and is wholly accountable to the institution
for initial and ongoing ethics review of the trials. In
2013, the Maternal Infant Child and Youth Research
Network negotiated a partnership between the Univer-
sities of British Columbia (Canada), Alberta (Canada)
and Saskatchewan (Canada) to pilot test ethics review
reciprocity agreements specific for research in the area
of maternal/infant/child health.

Mutual acceptance - Australia

Two recent initiatives in Australia introduced a
national approach to ethics review via REC certifica-
tion and mutual recognition agreements [19]. This dual
policy plan for a streamlined system “applies to all
human research as defined in the Australian National
Statement on Ethical Conduct in Human Research
(2007; or any replacement of that document published
by the National Health and Medical Research Council
[NHMRC]), for which an application must be made

to a human research ethics committee (HREC) for the
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purpose of conducting research at a public health orga-
nization” [20]. First, the National Certification Scheme
qualifies existing HRECs to review studies that span
multiple research centers [21]. Once certified, HRECs
are entered into a registry that collects administrative
data such as the average time between submission and
approval for multicenter projects, costs and review out-
comes. Thus, not only do certified HRECs operate in
the spirit of mutual recognition, but the registry also
enables HREC quality improvement/assurance.

Second, the National Mutual Acceptance program,
superseded a previous interstate agreement. It was
introduced in November 2013 as a phased approach
in four jurisdictions: New South Wales, Queensland,
South Australia and Victoria. According to the stan-
dard operating procedures, “each proposal will be ethi-
cally and scientifically reviewed once only by a public
health organization HREC that has been certified by
the NHMRC.” Multicenter clinical trials at certified
institutions within these jurisdictions may be eligible
for a single, ethical and scientific review under the
National Mutual Acceptance (with some exceptions).
A site-specific assessment of the protocol submitted
for review is also required, and must comply with
the standard procedures outlined in each of the four
participating jurisdictions.

Discussion & conclusion

The principle of mutual recognition lays the ground-
work for international harmonization of ethics review,
particularly for biomedical research that is becoming
increasingly collaborative and globalized. The ‘rose’ of
mutual recognition is known by four different policy
names across the jurisdictions compared in this analysis
(USA, Canada and Australia and the UK). These vari-

ous policy manifestations are unified, however, in their
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