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Introduction

In recent months, a number of national and international
events have led to renewed interest in the ethical issues rele-
vant to stem cell research (SCR). Some of the notable events
include: the Korean egg donation and fabricated stem cell
experiments/publication scandal,' the controversy over the
use for research of donated fresh embryos created for repro-
ductive purposes by Canadian stem cell researcher, Andras
Nagy,’ a recently published study on gaps in informed con-
sent procedures in Canadian in vitro fertilization (IVF) clin-
ics,’ and the current debate in the UK over altruistic egg
donation for research purposes.* Most, if not all of these
events, played out in the media and public eye, thereby gen-
erating more public debate and controversy in a field argu-
ably considered the most socially controversial and divisive
in biomedical research. More importantly, the relatively
close proximity between these events has made it difficult
for policymakers and researchers to keep pace with the
issues. As Canadian researchers edge closer to the first stem
cell clinical trials,” many would agree it is imperative to
identify and examine the most salient and pressing ethical
issues relevant to stem cell research.

This investigation is important for two reasons. First, identi-
fication and scholarly analysis of these issues will inform
the direction of policy-making. Health Canada, the primary
science policymaker and regulator, is currently reviewing
regulations on a range of matters relating to controlled activ-
ities under the Assisted Human Reproduction Act (the Act).’

It seems axiomatic therefore that by focussing scholarly
analysis on the most pressing and relevant ethical issues,
ethics researchers are likely to play a significant role in the
development of sustainable science policy.

Second, by focussing research on the most important issues,
individuals that research ethical, legal and social issues in
biomedical research (ELSI researchers) can provide ethical
guidance to stem cell researchers. Such guidance is pivotal
to the ethical conduct of translational research and mainte-
nance of public trust in stem cell research.

In the following sections of this brief review piece, | identify
and outline pressing ethical issues relevant to stem cell
research as it moves towards clinical trials and applications.
These issues are compiled from consultations with Cana-
dian research ethics experts, stem cell researchers, ethics
review board (REB) members, and policymakers, including
those within Health Canada, the Department of Justice and
the Stem Cell Oversight Committee.’

The methods of this study are as follows. Participants were
sent email messages soliciting their ideas on what consti-
tutes the most pressing research ethics issues relevant to
stem cell translational research. Responses were collated
and categorized under broad topic areas. The topics were
then reviewed by a panel of experts through teleconference
discussions.

Note that no attempt is made to analyze or examine these
issues in any exhaustive detail as this is outside the possible
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scope of a single paper. However, in some cases, I have pro-
vided relevant background information garnered from the
panel discussion.

1. Consent issues

There was overwhelming consensus among our participants
on the need to identify and address issues around informed
consent principles and processes within the stem cell clini-
cal research context. This agreement is reflective of the cur-
rent interest of researchers and policymakers in existing
consent processes for human subjects research in Canadian
research institutions. Specifically, in September 2005,
Health Canada released proposed regulations governing
informed consent procedures under the Act for public com-
ment.® The regulations will give effect to Section 8 of the
Act, which prohibits the use of human reproductive material
to create embryos, and the use of in vitro embryos for any
purpose, without the donor’s written consent. Matters
addressed by the regulations include conditions for obtain-
ing consent, validity of consent, and conditions for the with-
drawal of consent. The regulations will take effect when
they are published in the Canada Gazette, Part II, expected
in Spring 2006.’

Another issue of interest to our participants was a recent
empirical study of consent processes in Canadian IVF clin-
ics, which concluded that only one clinic had legally ade-
quate consent procedures for the future donation of
cryopreserved embryos for SCR.'’ However, the study did
not clearly indicate whether the defaulting clinics were typi-
cally involved in providing cryopreserved embryos for
SCR. It could therefore be argued that clinics not involved in
embryo donation for research have no reason to include the
research donation option in their consent forms. In the event
that that option becomes available at those clinics, one
might expect they would revise their consent forms and
guidelines accordingly (perhaps in response to recommen-
dations from REBs). All agreed a follow-up study of con-
sent practices in IVF clinics involved in egg donation for
SCR was necessary to determine the extent of compliance
with existing consent regulations.

The specific topics identified under this heading are as fol-
lows.

a. Empirical study of consent practices in IVF clinics
involved in stem cell research;

b. compliance with and practicality of consent regula-
tions;

c. issues around blanket and specific consent, validity of
blanket consent, and procedures for obtaining addi-
tional consent;

d. timing of consent, and the right to withdraw consent;

e. informed consent mechanisms (e.g. providing ade-
quate background information to donors versus
merely requiring their signatures on a form);

f. the role of independent advocates in the consent pro-
cess; and

g. international perspectives and approaches to consent
regulation and practices.

2. Egg and gamete donation /
Use of fresh embryos

An examination of gamete donation issues is very timely
given the recent Korean egg donation scandals and the pro-
posed UK regulations on altruistic egg donation. In Canada,
there is already some debate on the extent of legislative pro-
tection of women’s reproductive rights as they relate to
gamete donation. One point of controversy is the use for
research, of fresh embryos originally produced for repro-
ductive purposes. Although the Act prohibits the creation of
embryos specifically for research purposes, there is no pro-
hibition in the Act against donating fresh embryos created
for reproductive purposes to research. Some have called for
a moratorium on the practice because it is “morally prob-
lematic” under the ethical code that regulates the medical
profession, and increases the risk of harm to patient under-
going fertility treatments.'' Also, there are recent concerns
about the growing trend of women advertising their ova for
sale on the Internet.'” These concerns are closely linked to
fears about the potential for commodification of human
genetic material. Given the centrality of gamete donation to
stem cell research, it is important to examine the merits of
existing donation options, especially in the light of ethical
concerns. Research is also needed on borderline issues such
as gamete donation and the protection of donor interests
through informed consent, and the avoidance of conflicts of
interest in procuring research material.

Specific research topics identified by participants include:

a. donor-researcher relationships broadly considered;
b. donor anonymity, linkeability, traceability; and

c. the use of fresh embryos produced for reproductive
purposes for research.
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3. Conflicts of Interest

Conlflicts of interest involving researchers, academic institu-
tions, funding agencies, ethics review boards and industry have
emerged as a key research ethics issue in biomedical
research.” Several factors account for this, the most significant
of which is, arguably, the interest in commercializing resulting
therapies. In Canada for example, most research funders are
mandated to commercialize research outcomes and have taken
significant steps to incorporate this mandate into funding deci-
sions and the management of their research portfolios. Con-
flicts of interest pose an ethical dilemma because they
compromise research integrity and the safety of human partici-
pants. In Canada, the well-known Olivieri and Healy incidents
are the best examples of the problems conflicts of interest pose
in the biomedical research environment.'*

Identified topics include:

a. pressure drivers other than commercialization, e.g.,
individual and institutional reputation;

b. oversight and regulatory mechanisms (including pro-
fessional and institutional as well as more formalized
oversight systems);

c. the role of research funding institutions in the man-
agement of conflicts of interest (is it appropriate for
funding institutions to regulate behavior or should this
be left to regulatory agencies?); and

d. international approaches to oversight of conflicts of
interest.

4. Governance Issues

The discussion on governance is overarching as it contem-
plates on all of the other areas identified in this paper. Given
the important connection between governance and science
policy, our participants were of the view that research was
needed on strategies that adopt a holistic approach to gover-
nance beyond that of traditional ethics review."” To facilitate
this broad study, it was deemed important to isolate the gov-
ernance issues and treat them as a single topic. Specific
issues identified include:

a. management of consent, specifically, administrative
mechanisms;

b. the scope and effect of provincial and federal health
information regulations;

c¢. current approaches to health assessment technology —
are they adequate for assessing stem cell therapies?;

d. designing governance systems, specifically, the rele-
vance of donors and recipients’ experiences versus the
concerns of researchers and regulators; and

e. ‘adaptability of oversight/governance mechanisms to
new circumstances (are there adequate learning loops
in the form of quality assurance and quality improve-
ment?).'

5. Public Trust and Education

Maintaining public trust in stem cell research is, arguably,
the most important social issue influencing the ethical and
legal direction of SCR. A number of claims exist in the liter-
ature about the connection between scientific research and
public trust, the most significant of which are that public
perceptions influence science policymaking,'” that media
hype and sensationalism of scientific issues influences pub-
lic perception of science, especially controversial technolo-
gies like SCR,'® and that the “aura of secrecy and mystique
that surrounds science, and the sense that work is being con-
ducted ‘behind closed doors’ breeds public distrust.”" The
corollary of these claims is that it is imperative to explore
unique strategies for properly informing public opinion on
SCR. In order to facilitate this goal, our participants identi-
fied the following topics for study.

a. The impact of public perception on researchers’ per-
spectives (e.g. do researchers abandon research for
fear of controversy? Do public perceptions affect the
direction or conduct of research?);

b. beliefs and attitudes of human research subjects
towards the conduct of research; and

c. role and impact of patient advocacy and advocate
groups in shaping public perceptions.

6. Novel Therapies

As stem cell research continues its advance towards clinical
trials and therapeutic applications, there is growing interest
in questions of infrastructure and delivery platforms for
clinical testing and cellular therapies. The concerns here
range from issues related to clinical trial oversight to the
management of delivery systems to ensure equitable access
to the benefits of stem cell research. While these issues are
not unique to stem cell research, it is important to explore
their unique application to stem cell clinical trials and move-
ment of novel therapies. Topics to be examined include:

a. stem cell banks and clinical trial registries; and

b. the adequacy of our current system of oversight for
both innovative therapies and clinical trials for
addressing the unique challenges presented by stem
cell research.
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Conclusion

Advances in SCR continue to generate considerable ethical
and legal issues as the science moves towards clinical appli-
cations. Most of these issues are either unique to or pose
unique questions for researchers, policymakers, stake-
holders, and the public. Understanding and applying the best
ethical practices in the conduct of SCR therefore requires a
“process of identification of international ethical standards
and practices [that] include concerted efforts to engage peo-
ple throughout the world in honest conversations about the
science and ethics of stem cell research and its converging
applications.””® This paper addressed this goal by providing
a rough guide to ELSI researchers on what issues to focus
attention. Although the issues identified here are by no
means exhaustive, they are matters of current concern and
interest to policymakers, ethics experts and stem cell
researchers. Research on these issues is therefore necessary
in order to ensure that SCR progresses in ethically accept-
able ways.
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