WHO/HSE/GIP/ITP/10.1

Research Ethics In
International
Epidemic Response

WHO Technical Consultation

Geneva, Switzerland
10-11 June 2009

MEETING REPORT

LK

v@" World Health

ANs.77 ¥ Organization






Research Ethics in
International Epidemic Response

WHO Technical Consultation

Geneva, Switzerland
10-11 June 2009

MEETING REPORT




Rapporteurs

Carl Coleman, Seton Hall Law School, Newark, New Jersey, USA
Voo Teck Chuan, National University, Singapore

© World Health Organization 2010

All rights reserved. Publications of the World Health Organization can be obtained from WHO Press, World Health Organization, 20
Avenue Appia, 1211 Geneva 27, Switzerland (tel.: +41 22 791 3264, fax: +41 22 791 4857, e-mail: bookorders@who.int). Requests for
permission to reproduce or translate WHO publications — whether for sale or for noncommercial distribution — should be addressed to
WHO Press, at the above address (fax: +41 22 791 4806; e-mail: permissions@who.int).

The designations employed and the presentation of the material in this publication do not imply the expression of any opinion whatsoe-
ver on the part of the World Health Organization concerning the legal status of any country, territory, city or area or of its authorities, or
concerning the delimitation of its frontiers or boundaries. Dotted lines on maps represent approximate border lines for which there may
not yet be full agreement.

The mention of specific companies or of certain manufacturers’ products does not imply that they are endorsed or recommended by the
World Health Organization in preference to others of a similar nature that are not mentioned. Errors and omissions excepted, the names
of proprietary products are distinguished by initial capital letters.

All reasonable precautions have been taken by the World Health Organization to verify the information contained in this publication.
However, the published material is being distributed without warranty of any kind, either expressed or implied. The responsibility for the
interpretation and use of the material lies with the reader. In no event shall the World Health Organization be liable for damages arising
from its use.

This publication contains the report of a WHO Technical Consultation and does not necessarily represent the decisions or policies of the
World Health Organization.

WHO/HSE/GIP/ITP/10.1

Designed by minimum graphics
Printed by the WHO Document Production Services, Geneva, Switzerland



Contents

Executive summary 1
Background 3
Existing ethical guidance and relevance to epidemic response 4
Distinguishing public health practice from research: implications 5
Practical options of ethics oversight to facilitate research in

epidemics 7
Reference list 9
Annex |: Agenda 11
Annex II: List of Participants 13






Executive summary

B Most of the ethical issues related to research in

public health emergency situations are the same
as those already addressed in general ethics
guidelines governing biomedical research. Differ-
ences during an emergency include such things as
changes in perceptions of risks, benefits and trust
which must be taken into account in the ethics re-
view process; a heightened need for attention to
organizational values like accountability and trans-
parency; and the fact that, as a practical matter,
there may not be sufficient time for standard eth-
ics review processes which in many countries can
sometimes take months.

M Despite these differences, even in an infectious

disease emergency or other crisis situation, the
principles and values embodied in international
and national ethics guidelines, as well as human
rights instruments, must be upheld.

H In many countries, most research with human par-

ticipants must undergo prospective ethical review
by a research ethics committee (REC), while activi-
ties characterized as public health or clinical prac-
tice are not subject to this requirement. However,
distinguishing between research and practice is
complicated by the fact that there is a significant
area of overlap in these activities in terms of meth-
odology, systematization of investigation, and the
outcome of producing generalizable knowledge.

B Despite the conceptual problems of distinguishing

between research and non-research, the distinc-
tion is deeply ingrained in many countries’ regula-
tory structures and is unlikely to be changed any
time soon. However, this does not mean that all
research must undergo full REC review, nor does
it mean that activities that fall outside local or in-
ternational definitions of research should escape
ethics review entirely.
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M The ultimate goal for public policy should be to

ensure that most, if not all, emergency public
health activities are subject to some form of ethi-
cal oversight, whether or not those activities are
formally characterized as research. The specific
nature of the oversight should be commensurate
with the activity’s objectives, methods, risks and
benefits, as well as the extent to which the activ-
ity involves vulnerable groups.

B To achieve this goal, it is crucial to streamline the

ethics review process and to establish appropriate,
flexible mechanisms and procedures for ethical
oversight not limited to traditional REC systems.

B While some crucial emergency health research

should still undergo full REC review because of
significant risks to individuals or populations un-
der study, a “fast-track” review approach should
also be adopted. However, review should not be
expedient to the point of dropping or narrowing
ethical principles.

W Options for promoting fast-track review of emer-

gency research include adjusting the balance be-
tween in-person and electronic communications
by REC members; the use of pre-emergency re-
positories of study protocols or protocol parts
which could be submitted to RECs for ethical
pre-screening; the creation of special emergency
research RECs, perhaps on a national or regional
level; and, where there is no other feasible option,
greater reliance on retrospective rather than pro-
spective ethics review, with safeguards to address
non-compliant or sub-standard research ethics
conduct.

M Public health activities that are classified as prac-

tice may raise important ethical issues. Stakehold-
ers should formulate plans to ensure that such
activities receive appropriate and timely ethical
review. One option to consider, at least in some



situations, is review by special committees with
appropriate expertise and experience to exam-
ine procedures and methods specific to a public
health practice. For activities that do not warrant
committee review, or in countries that choose not
to institute a committee review structure, public
health practitioners can be equipped with tools to
help them assess whether their planned activities
comport with principles of public health ethics.
Training modules for research ethics committees
and public health professionals should be created
to support this goal.

B There is a critical need for capacity building in the
ethical review of public health research and prac-
tice. Researchers, public health agencies and oth-
er stakeholders should work together to develop
short courses, degree programmes and other
training modalities. Funding agencies should di-
rect appropriate support to these efforts.
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Background

Pandemic influenza preparedness and response rais-
es many ethical questions. Upon request by Member
States, in December 2007 WHO published a global
guidance document entitled Ethical considerations
in developing a public health response to pandemic
influenza (7). This guidance document addressed the
following issues:

M priority setting and equitable access to therapeu-
tic and prophylactic measures;

M isolation, quarantine, border control and social-
distancing measures;

M the role and obligations of health-care workers
during an outbreak of pandemic influenza;

Bl developing a multilateral response to an outbreak
of pandemic influenza.

Since the publication of this document, it has be-
come apparent that there is a need for additional
guidance on a subject that was not addressed in the
previous work, namely the ethical issues that arise
while doing research in infectious disease outbreaks.
Notably, in a workshop in Uganda in 2008, several
ministries of health representatives identified the
lack of guidance in this area as a gap in the previous
WHO document. The importance of filling this gap
has been highlighted by the recent emergence of in-
fluenza A (HIN1).
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In response to the request for additional guidance,
WHO'’s Global Influenza Programme and the Ethics
and Health team jointly convened a technical consul-
tation on “Research Ethics in International Epidemic
Response”. This meeting brought together experts
of international organizations, government agencies
and ministries, professional medical associations, ac-
ademic and research institutions, as well as staff of
various WHO departments and regional offices to:

M identify and elucidate the ethical issues related to
clinical and public health research and related ac-
tivities during infectious disease outbreaks;

MW provide WHO with urgently needed guidance
in this area, with specific focus on the question
of whether and how prospective ethical review
should take place for these activities;

M provide practical guidance to public health practi-
tioners and researchers in the field.

The discussion occurred in the context of the cur-
rent influenza A (H1N1) event, which was declared a
“pandemic” on 11 June 2009, the second day of the
meeting. It was noted during the meeting, however,
that the suggestions and approaches developed by
the group could be extended to other infectious dis-
ease emergencies as well.



Existing ethical guidance and relevance
to epidemic response

Participant presentations and discussions cov-
ered a broad range of ethical issues related to in-
ternational response to epidemics, including: the
standard of care as applied in different local and
multinational research contexts; the appropriate
use of placebo-controlled trials; exploitation and
protection of vulnerable groups, including quar-
antined or isolated individuals and migrant pop-
ulations; fair and equitable benefit-sharing and
distribution, especially between sponsor and
host countries (which typically means developed
and developing countries respectively); just pri-
oritization of public health responses; evaluation
of anticipated risks and benefits; maintenance of
confidentiality and privacy of personal data and
information; safeguards for biobanks and intel-
lectual property; and respect for autonomy and
informed consent.

As a starting point of the discussion, the group
agreed that, even in an infectious disease emer-
gency or other crisis situation, the principles and
values embodied in international and national
ethics guidelines must be upheld.

Participants agreed that most of the ethical is-
sues related to research in emergency situations
are not unique to emergencies. Rather, the same
issues are already addressed in general interna-
tional and national ethics guidelines governing

human subject research. These include ques-
tions of informed consent, risk—=benefit assess-
ment, confidentiality, community engagement,
etc. Members noted, however, that many exist-
ing research ethics guidelines emphasize issues
related to clinical studies, with less attention to
public health research. In general, the field of re-
search ethics would benefit from greater atten-
tion to the ethics of public health activities.

The group noted that ethical issues in an emer-
gency differ from other situations in several
ways.

W Emergency situations affect perceptions of
risks, benefits and trust, and these changed
perceptions, especially in the patient-provider
relationship, must be taken into account in the
ethics review process.

B There is a heightened need for attention to
organizational values like accountability and
transparency.

Bl The timely generation of knowledge is a prac-
tical matter of importance. The normal processes
used to ensure the scientific and ethical validity
of such efforts may not react fast enough; for
example, there may not be sufficient time for
standard ethics review processes, which in many
countries can sometimes take months.
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Distinguishing public health practice
from research: implications

5. Participants noted that defining the boundary

between public health-oriented research and
practice remains a critical challenge in public
health ethics. The purpose in distinguishing the
two activities goes beyond semantic concerns
because of the different ways in which public
health research and practice are regulated in
many countries. Public health biomedical inves-
tigations that are characterized as research with
human subjects will require prospective inde-
pendent review by a research ethics committee
(REC), unless they meet certain criteria for ex-
emption. In general, such public health research
is tightly regulated with strict requirements for
protocol approval. This involves scrutinizing the
competency of the investigators, the scientific
merit and soundness of the study design, and
other procedures such as informed consent and
declaration of conflicts of interests. On the other
hand, public health practices, which include pop-
ulation surveillance measures, disease control
and prevention, and program development and
evaluation, do not typically undergo prospective
ethics review. They therefore do not fall within
the remit of RECs, although they are subject to
public health laws and regulations. In some cas-
es, retrospective reviews of these activities may
be conducted by politically authorized agencies.

Given that there are important procedural impli-
cations for classifying a public health activity as
research or practice, it is important to clarify the
definition of research. However, this is compli-
cated by the fact that there is a significant area
of overlap between public health research and
practice in terms of methodology, systematiza-
tion of investigation, and the outcome of gener-
alizable knowledge. For example, public health
practice, like research, can employ case-control
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or cohort study designs and can result in publica-
tions of generalizable findings. Moreover, public
health practice and research often raise similar
ethical issues, including the fact that individuals
may be exposed to risks not for their own ben-
efit but for the interests of society as a whole.

A possible way to resolve the conceptual problem
of distinguishing between research and practice
in public health is to use the “primary intent” cri-
terion provided by the United States Centers for
Disease Control and Prevention (CDC). Accord-
ing to the CDC Guidelines for defining public
health research and public health non-research
(2), the primary intent or design of research is to
“generate or contribute to generalizable knowl-
edge”, whereas the primary intent or design of
non-research is to “prevent or control disease or
injury and improve health, or to improve a public
health program or service”. Under this approach,
so long as the primary intent of a public health
activity or response is not to generate or con-
tribute to generalizable knowledge, it should be
categorized as “non-research”, even if generaliz-
able knowledge is produced as an outcome or
secondary utility of the activity or response.

Participants were not comfortable, however,
with relying on the “primary intent” criterion as
the appropriate standard for determining wheth-
er an activity constitutes research and therefore
requires prospective ethics review. Three main
objections were raised.

W The approach may encourage investigators to
characterize their project as “non-research” so as
to circumvent the prospective ethics review proc-
ess, especially when the REC system is perceived
to be overly bureaucratic and cumbersome.



B The criterion fails to take into account border-
line or “grey area” public health activities and
response. Of particular note are those that have
“dual utility” in the sense of being designed to
respond to an immediate crisis while producing
generalizable knowledge for future use. An ex-
ample is the collection of biological specimens
and data during a novel disease outbreak. The
purpose of this activity is not only to develop
interventions to respond to the immediate situ-
ation, but also to produce generalizable knowl-
edge that can be applied to outbreaks in the
future, whether through the development of
public health strategies or the creation of com-
mercial products.

M The distinction between research and prac
tice in public health does not correlate with the
extent to which an activity either carries risks for
individuals and communities or otherwise raises
ethical issues that would benefit from a prospec-
tive review process. The distinction also has no
bearing on the ultimate question of whether a
particular public health response is scientifically
and ethically justifiable.

The group agreed that, regardless of whether
public health investigations and interventions
are categorized as research or practice — the
boundary between which is not always clear,
it is essential to ensure that they be conducted
in accordance with generally recognized ethi-
cal principles and values. As various participants
pointed out, if it is agreed that the ultimate goal
is to safeguard the interests and rights of individ-
uals and communities under study, then articu-
lating a strict distinction between public health
research and practice is of less importance than
coming up with innovative and flexible review
mechanisms and procedures that enable ethical
and time-sensitive responses in outbreak situa-
tions. The group therefore agreed that the scope
and limits of prospective ethics review should
not depend primarily on whether an activity is
technically classified as “research” or “practice”.

10. In view of this conclusion, there was broad con-

11.

12.

sensus among the meeting participants that
most, if not all, emergency public health activi-
ties should undergo some form of ethical over-
sight. The specific nature of the oversight should
be commensurate with the activity’s objectives,
methods, risks and benefits, as well as the extent
to which the activity involves especially vulner-
able groups. Participants emphasized the need
to streamline the ethics review process and to
establish appropriate, flexible mechanisms and
procedures for ethical oversight not limited to
traditional REC systems. This is particularly im-
portant for activities with the potential to pro-
duce enormous public health benefits with only
minimal risks, as is the case for many interven-
tions carried out in the context of an epidemic
response.

Participants recognized that because the distinc
tion between research and non-research is deep-
ly ingrained in regulatory structures, especially in
high-income countries, the concept is unlikely to
change any time soon. Thus, they agreed that
activities which fall within the standard definition
of research will have to undergo some type of
REC review. This does not mean, however, that
all research must undergo full REC review, nor
that activities which do not constitute research
should escape ethics review entirely, whether by
RECs or by other such mechanisms.

In order to support this approach, the review
system needs to be streamlined and flexible yet
ethically sensitive, and adequate review pro-
cedures should be developed. Provided that a
“fast-track” oversight system can be established,
this approach has the advantage of creating less
incentive for investigators to mislabel their activ-
ity to avoid ethical scrutiny. Improved efficiency
and proportionality in ethical oversight should
be welcomed by investigators.

RESEARCH ETHICS IN INTERNATIONAL EPIDEMIC RESPONSE



Practical options of ethics oversight
to facilitate research in epidemics

13.

14.

Participants pointed out the merit of an organ-
ized oversight system for emergency public
health research and practice that could distin-
guish crucial tasks from non-crucial ones. Non-
crucial tasks that do not qualify for exempted or
expedited review could be reserved for review
after the emergency, particularly when there is
potential for the oversight system to be over-
loaded. While some crucial emergency public
health research should still undergo full REC re-
view because of significant risks to individuals or
populations under study, a fast-track review ap-
proach should generally be adopted. As partici-
pants emphasized, however, review should not
be expedient to the point of dropping or nar-
rowing ethical principles.

In view of the fact that there is no global “one-size-
fits-all” fast-track review approach that matches
the needs, capacity and research cultures of
countries responding to public health emergen-
cies, participants proposed a menu of options.

M Determine different procedures that can
speed up full REC review, such as increased
face-to-face meetings between REC members,
or increased reliance on e-mail communication,
depending on which method is more efficient in
the particular environment.

M Create a pre-emergency repository of study
protocols or protocol parts, perhaps relying on
a "Wikipedia-style” model which stores and
articulates “best practices” in research design.
Best practices may include pre-agreements on
benefit sharing, which can have significant im-
pact on international collaborative public health
research. Investigators could be encouraged to
submit these protocols or protocol parts to RECs
for comments, and to share the comments with
other investigators who are considering simi-

lar types of investigations. The value of such a
model is that it would facilitate the development
of protocols or protocol parts that have already
been pre-screened for ethical issues by numer-
ous RECs. When an emergency arises, RECs
could then quickly assess the potential ethical
shortfalls of submitted protocols that borrow or
adapt from the repository, thus allowing quick
turn-around in review and approval. However, it
was noted that the model may be unrealistic if
investigators are reluctant to share protocols or
protocol parts because of intellectual property
and authorship credit issues.

W Even without sharing their protocols as part of
a repository, investigators could submit protocols
or protocol parts to their own RECs in advance of
an emergency. While this option would not have
all the advantages of the protocol repository sys-
tem, it would still give the investigators the ben-
efit of a REC “pre-screening”.

M “Rolling” or contemporaneous review for pro-
tocols or parts of protocols could help speed the
process. For example, portions of a trial could be
approved while other elements are modified in
real time as the trial is launched, with continuing
supervision and periodic re-approval by the eth-
ics board. This would allow flexibility in refining
dosing regimens and would prevent rigid proto-
cols from being repeatedly abandoned as new
information emerges.

M Special review or advisory committees or
boards could deal with emergency research with
tight timelines. Some countries might consider
developing centralized national or regional com-
mittees for this purpose, or delegating oversight
responsibility to an international organization.

B Retrospective review could be combined with
an accountability infrastructure for non-compli-
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15.

16.

ant or substandard research ethics conduct. It
is important to recognize, however, that an in-
herent drawback to retrospective review is that,
by the time the review is conducted, unethical
activities may have already occurred. It might
be appropriate, therefore, to limit the use of ret-
rospective review to researchers with specified
training or credentials in research ethics.

The development of a prospective, proportional
ethics review or advisory system for public health
practice is not antithetical to the goals of public
health and the duty of public health practitioners
to engage in quality studies of ethical and scien-
tific rigor. It was agreed that it is important to
consider how to identify public health activities
defined as practice that raise significant ethical
issues, and to delineate appropriate mechanisms
for providing an ethical assessment of proce-
dures and measures specific to public health
practice. One option to consider is oversight by
special committees with appropriate expertise
and experience to review procedures and meth-
ods specific to a public health practice. Some
participants suggested that ethicists should be a
part of epidemic response planning and that it
might be appropriate to include them as part of
epidemic response teams.

Participants underscored the importance of pro-
fessional ethics for public health practitioners.
Several members suggested that public health
professionals should be required to adhere to
a code of ethical conduct. For activities that do
not warrant committee review, or in countries
that choose not to institute a committee review
structure for activities not formally classified as
research, public health practitioners could be
equipped with tools to help them assess wheth-
er their planned activities comport with ethical
principles.

The group noted the importance of raising the
awareness and training of public health profes-
sionals and researchers and urged the develop-
ment of relevant training modules.

Participants agreed that ethics oversight — be it
for public health research or practice, conducted
in emergency or non-emergency situations, or
for fast-track or regular time — can better pro-
tect individual and community interests and

17.

welfare, and promote trust and solidarity in two
ways: by engaging with the potentially affected
communities and by receiving the input of rel-
evant stakeholders, especially representatives of
vulnerable groups. It is particularly important to
ensure that communities understand that there
is often no direct or immediate benefit to partici-
pants in studies conducted as part of epidemic
response efforts. Community engagement for
public health purposes is, however, a complex
process. It sometimes involves consultation or
negotiation with organizations that have beliefs
and aims that are inconsistent with the values of
most public health practitioners, such as groups
that do not support the concept of gender eg-
uity. With regard to the study participation of
vulnerable groups, it was noted that concepts
and perceptions about vulnerability may be sub-
ject to change in public health emergencies. It
was also noted that some individuals or groups
may not appreciate being characterized as “vul-
nerable”. The fact that individuals or groups are
vulnerable does not mean that they should be
excluded from study participation in emergency
situations, particularly when such individuals or
groups can potentially benefit the most from
public health interventions. Rather, special care
needs to be taken to protect the vulnerable while
including them in interventions and research.

The participants concluded that the need for a
fast-track prospective oversight procedure or
mechanism is not unique to public health emer-
gencies. The discussions brought into sharp focus
the necessity to reassess and reform current over-
sight systems, given endemic issues of bureauc-
racy and undue delay. To strengthen oversight
systems and reduce their burdens, building the ca-
pacity for ethics review and training of individuals
involved in public health research and emergency
response is a critical long-term solution — perhaps
leading to “ethics certification”. It is also impor-
tant, particularly for international research col-
laborations, to create a platform for harmonizing
important procedures and terminology that have
an impact on oversight procedures. This should
include terms like “emergency”, “fast-track re-
view", "“anonymization”, and “non-identifiable”
in the context of biobanks.
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