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Egg Donation for Stem Cell
Research: How New York State
Developed Its Oversight and
Compensation Policies

By Beth E. Roxland, ].D., M.Bioethics

n 2009, New York became the first state to
I permit its funded researchers to reimburse

women who donate oocytes directly and
solely to stem cell research, not only for the
woman'’s out-of-pocket expenses, but also for the
time, burden and discomfort associated with the
donation process. This article explores the
extensive deliberations leading up to the decision
on donor compensation, which included analysis
of the scientific need for oocytes, the procedures
and risks involved in the egg retrieval process,
and methods for ensuring fully informed,
voluntary consent from donors. It also examines
the ethical and policy rationales behind the
decision to permit compensation for oocyte
donations to stem cell research in amounts
allowed by the State for oocyte donations to in
vitro fertilization.

I. Introduction

Several state-funded stem cell research programs allow women
who donate their oocytes (eggs) directly and solely to research to be
reimbursed for the actual expenses — such as the costs of travel and
medical care — incurred as a result of the donation process. On June
11, 2009, New York became the first state to permit compensation
beyond out-of-pocket expenses, in recognition of the significant time,
burden, and discomfort associated with oocyte donation. Specifically,
New York’s Empire State Stem Cell Board (the “ESSCB” or the
“Board”) voted to allow its funded researchers to compensate oocyte
donors, in amounts equal to that allowed by the State for donation of
oocytes to in vitro fertlization (“IVF”), as long as: (1) the
remuneration is truly for the donor’s time and burden rather than for
the oocytes themselves; (2) fully-informed, voluntary consent is
obtained; and (3) other procedural mechanisms designed to safeguard
donors are followed.!

The Board’s controversial decision**** was the result of more
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than two years of deliberations that centered not only on the ethics of
compensation, but also on the scientific necessity of obtaining fresh
oocytes, the potential risks posed by the oocyte donation process, and
methods for maximizing donor comprehension during the informed
consent process. It also reflects the Board’s notion of the need for
equity between women donating to IVF and those donating to
science, as well as the observation that promising research has been
impeded due to a dearth of donations in jurisdictions that prohibit
compensation beyond direct reimbursements.*

This article will provide an overview and analysis of how the
Board arrived at two key determinations — its decision to permit
women to donate their oocytes directly to stem cell research, and its
decision to allow compensation for those donations — in order to
illustrate the comprehensiveness of New York’s egg donor policies.”

Il. Background
A. State-Funded Stem Cell Research

In the United States, federal government grants fund the
majority of publically-sponsored research. Federal funding of stem
cell research has been curtailed, however, by two articulated policies.
First, the Dickey-Wicker Amendment prohibits federal funding for
research in which a human embryo or fetus is created or destroyed for
research purposes.® This precludes funding for the derivation of new
embryonic stem cell lines, although it allows funding for research on
embryonic stem cell lines once they have been derived.

Second, in 2001, the Bush Administration further restricted
federal funding to the embryonic stem cell lines that were in existence
and approved by the National Institutes of Health (“NIH”) as of that
time.”'® Although the latter restriction was lifted by President Obama
in 2009," federal funding currently is available only for research on
cell lines derived from embryos that were in excess of those needed
for clinical reproductive treatments,” and the Dickey-Wicker
Amendment continues to prohibit funding for the derivation of new
human embryonic stem cell lines.

Due in part to these funding restrictions, several states instituted
stem cell research funding programs within the last decade. State-
funded programs have become the mainstay of cutting-edge research
and continue to play an essential role in advancing research that is
currently ineligible for funding by the federal government.
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B. The Empire State Stem Cell Board
1. Statutory Creation

In 2007, New York State committed $600 million over eleven
years to stem cell research,” making it the second largest state-funded
stem cell research program (referred to as “NYSTEM?”) in the United
States. For further information on NYSTEM and its successes, please
refer to the NYSTEM article in this Report (Anders, et al).

The NYSTEM program is administered by the Empire State
Stem Cell Board, which is comprised of a Funding Committee and
an Ethics Committee. The Funding Committee is tasked with,
among other things, setting criteria for an independent scientific peer
review of grant applications and recommending standards for the
scientific and medical oversight of awards.” The Ethics Committee,
which is composed of experts in the fields of biomedical ethics, health
law, policy, and philosophy, is charged with making
recommendations to the Funding Committee regarding medical and
ethical standards for funded research.”

The Ethics Committee has the difficult task of reconciling
closely-held but divergent views on science and ethics in order to
formulate policy that advances this promising area of research in an
ethically-acceptable manner. The Committee’s charge is particularly
complex because it requires not only conceptual determinations of
appropriate ethical conduct, but practical application of these
principles in implementing a research funding program.

2. Legal Framework and Consensus Guidelines

It is important to note at the outset that neither the Ethics
Committee nor the Board as a whole was provided with authority to
enact law or regulation. Instead, the Board obligates its grantees to
adhere to its standards by contract, the terms to which grantees must
assent prior to receiving NYSTEM funds. Accordingly, one must
look to the terms of the NYSTEM contract — and in particular,
Appendix A-2 — to ascertain NYSTEM’s ethics and research oversight
rules.

While the Ethics Committee has fairly wide latitude in its policy
deliberations, many of the issues relating to oocyte donation for stem
cell research, such as informed consent, are also controlled by law
because these acts of donating are considered human subjects
research. Human subjects research laws, in conjunction with the
additional Board requirements discussed below, provide rules for the
conduct and oversight of research donation of oocytes, which do not
apply in the context of donations for IVF purposes.

Specifically, the federal Common Rule' and New York State’s
analogous human subjects research statutes,”” provide for oversight of
research at an institutional level by an Institutional Review Board
(“IRB”), or the State’s equivalent, called a Human Research Review
Committee. In addition, the Board chose to follow the
recommendations of the two most prominent stem cell consensus
bodies — the National Academies of Science (“NAS”)" and the
International Society of Stem Cell Research (“ISSCR”)” - and
instituted a second oversight committee to review ethical matters,
called an Embryonic Stem Cell Review Oversight (“ESCRO”)

committee.”
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lll. Should Women Be Permitted to Donate

Their Oocytes Directly and Solely to Stem
Cell Research?

The ethical framework for research demands that the individual
and societal benefits of the research are not outweighed by the risks
posed to research participants. For research — and, in particular,
protocols that have no prospect of direct benefit, but present some
degree of risk to the participant — to be considered ethical, it must
also have proper scientific justification.

A. Scientific Need for Fresh Oocytes

The Ethics Committee did not presuppose a valid scientific need
for fresh oocytes, but instead explored the issue of whether research
requiring oocytes is sufficiently justified. If it is not, then the risk to
oocyte donors would not be outweighed by the benefit to society, and
oocyte donation arguably should be precluded.

The Committee heard expert presentations and reviewed
medical and scientific literature on various forms of research requiring
fresh oocytes, the most prevalent of which is somatic cell nuclear
transfer (‘“SCNT”). In SCNT, the nucleus of an oocyte is removed
and replaced with the nucleus of a somatic, or “adult,” cell, resulting
in cells that contain the genetic information from the somatic cell. It
is hoped that SCNT will lead to disease models and patient-specific
therapies.

Some Committee members and commentators asserted that the
value of SCNT has been over-sold, and that it was unclear whether
SCNT will successfully fulfill its promise.?’ However, the Committee
agreed generally that research need not meet such a high burden of
proof, ie., certainty of success. The Committee found sufficient
evidence of scientific merit in protocols requiring fresh egg donation,
such that these protocols could (and should) be presented to IRBs
and ESCRO: for case-by-case determinations.”? The Committee also
discussed alternative forms of research that do not require oocytes,
including induced pluripotent stem cell research (commonly referred
to as “iPSC research”), in which adult somatic cells are reprogrammed
to a pluripotent state. While the field of iPSC research is promising,
the Committee asserted that the existence of alternative forms of
research does not require foreclosing funding for other potentially
valuable forms of stem cell research. It also noted that iPSC research
was in a relatively nascent stage and that iPS cells have shown
limitations in certain studies.??*22¢

B. Risk/ Benefit Calculation
1. Egg Retrieval

After addressing the scientific need for research requiring oocyte
donation, the Committee proceeded to examine the process by which
eggs are obtained.

Procedures for stimulating development of multiple ovarian
follicles — which apply in both the IVF and research donation
contexts — typically involve daily hormone injections over 7 to 10
days.” Mature oocytes are retrieved by an ultrasound-guided needle
inserted through the vagina, under local anesthesia. The time
commitment for one cycle has been estimated at 56 hours,® and
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includes medical screening and monitoring, interviews and
counseling, blood tests, and other medical procedures.

Although serious complications are rare, medical literature
reflects uncertainty in the frequency and severity of such occurrences.
There is a small risk of complications resulting from the egg retrieval
procedure, which can include infection, complications from
anesthesia, and ovarian puncture.”* Egg donors may also experience
psychological effects from donation, including stress about the
medical procedures involved, anxiety about future fertility, or distress
related to learning of an unanticipated medical or genetic condition
through the donor screening process.”

One potentially significant side-effect from the fertility drugs is
ovarian hyper-stimulation syndrome (“OHSS”), symptoms of which
range from abdominal pain and nausea to kidney damage.” In cases
of severe OHSS, hospitalization is required. Estimations of the
occurrence of severe OHSS vary (from 0.1 to 5.0%),*% but the
literature generally holds that the frequency of OHSS is lower for
women who only donate eggs rather those who undergo full IVF and
achieve pregnancy.®

Some literature asserts the possibility of increased incidence of
ovarian, cervical and breast cancers, as well as a potential impact on
future fertility, but few studies have supported those claims.?33 4041
One study, however, showed a 1.8% increase in the likelihood of
developing uterine cancer.”” Rare and isolated cases of colon cancer
have also been reported, but a definitive link has not been
established.®# There is general agreement that further large-scale
longitudinal studies should be conducted to further determine the
nature and extent of the risks presented by the fertility drugs used to

stimulate ovarian production.®*

2. FEthics Committee Deliberations

In analyzing the benefits and risks of research requiring fresh
oocyte donations, the Ethics Committee noted that the donation
process holds out no prospect of direct physical benefit to the donor,
but that a donor might benefit psychologically from contributing to
the advancement of science. Stem cell research also holds out a
substantial societal benefit in its potential to provide cures and
treatments to illness and conditions, particularly in the areas of
regenerative medicine and cell-based therapies.

The Committee asserted that, while the risks of donation are not
insignificant, society finds it ethically-acceptable for women to
undergo the exact same procedures to donate for IVF purposes.”
Similarly, the Committee noted that society permits individuals to
participate in research, such as early phase drug trials, that holds out
no prospect of direct benefit but poses some risk to the subject.

While the Committee found the risk-benefit ratio sufficiently
favorable to allow oocyte donation for stem cell research, it mandated
that risks to donors be minimized, which can be accomplished by
screening donors for factors pre-disposing them to complications,
individually tailoring the medical regimen, and carefully monitoring
donors during and after the donation.®**' The Committee also
required that oocyte procurement be performed only by a medically-
qualified, experienced physician, and that nonaggressive hormone
stimulation cycles and frequent monitoring be used to reduce the risk
of OHSS.»
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Importantly, the Committee provided two additional
protections for oocyte donors. First, it mandated that grantees assume
responsibility for donors’ medical costs, including the costs of any
treating injuries that arise from the donation.” Second, grantees must
provide counseling services to potential donors, preferably free of
charge to the donor.” These two requirements are relatively unique in

their strength of protection of oocyte donors.
C. Informed Consent

The linchpin of the Board’s finding that compensation for
oocyte donation is ethically-appropriate lies in its extensive policies
intended to ensure donors’ fully informed, voluntary consent to the
donation.

Federal and state informed consent laws list numerous categories
of information that must be disclosed to potential donors, including
(1) the goals of the research protocol, (2) any foreseeable risks and
benefits of participation, and (3) alternatives to participation’*” In
addition to these legal requirements, the Board incorporated in its
contracts provisions from the NAS and ISSCR Guidelines, such as
requirements for ethics reviews by an ESCRO committee,” disclosure
of risks by a neutral party not affiliated with the research,” and
discussion of any commercial potential of the research.®

To compensate for noted deficiencies in the informed consent
process in other contexts, the Board chose to impose supplemental,
and in some instances, unique, informed consent standards.®" First,
literature reflects that the consent process is often focused on the
informed consent form rather than on a conversation that allows
donors to comprehend and digest the information provided. To
address this issue, the Board requires that informed consent be
obtained through a “dynamic process — ie, a dialogue that
encourages the potential donor to ask questions, and prompts the
potential donor to confirm his or her understanding of the
information being disclosed.”® It also requires that “language barriers
and the education level of subjects” be taken into account, in order to
maximize comprehension.®

Second, in line with the Board’s focus on potential risks
associated with oocyte donation, it mandated that grantees exercise
“special care” in disclosing “both the short- and long-term health risks
arising out of the oocyte donation process in a manner that reflects
the most current scientific knowledge of such risks.”*

Finally, Board members acknowledged that some donors may be
morally opposed to certain types of research, such as SCNT. To
further respect donor autonomy, the Board obligates grantees to
provide donors with the opportunity to restrict the types of research
that can be done initially with their oocytes (which pertains mostly to
the process of cell line derivation). Donors also must be informed
that their materials may be disseminated to other institutions or to a
tissue bank, and that any restrictions placed beyond initial-use
restrictions cannot be guaranteed.®

Accordingly, the Board decided that women should be allowed
to donate oocytes to stem cell research, so long as: (1) there is
thorough review of the research protocol by relevant oversight bodies,
(2) the investigator provides sufficient scientific justification for the
research and the need for oocytes, (3) risks to donors are minimized
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as much as possible, and (4) donors’ rights are protected by a
comprehensive informed consent process.

IV. Compensation for Women Who Donate
Their Oocytes Directly and Solely to Stem
Cell Research

Taking into account the societal interest in furthering stem cell
research requiring fresh oocytes, and that experiences in other
jurisdictions indicate that a lack of reasonable compensation has
created a significant impediment to oocyte donation, the Ethics
Committee undertook the issue of whether or how to compensate
women for oocyte donation. The Committee examined the
compensation issue for more than one year, reviewing relevant laws,
policy guidelines, and literature representing different perspectives.

A. Relevant Guidelines and Law

The NAS Guidelines allow for reimbursement of direct expenses
incurred in the oocyte donation process, such as travel and lost wages,
but clearly state that, “[n]o payments beyond reimbursements, cash
or in-kind, should be provided for donating oocytes for research
purposes.”” In contrast, the ISSCR Guidelines allow compensation
beyond direct reimbursements as long as the jurisdiction allows for
such compensation, and “a detailed and rigorous review” is
conducted by an ESCRO “to ensure that reimbursement of direct
expenses or financial considerations of any kind do not constitute an
undue inducement.”® ISSCR makes clear, though, that no financial
considerations should be given for the number or quality of eggs
themselves, such that any compensation is truly for the time and
burden that is involved with the donation process, and not for the
purchase of the eggs.”’

There is no federal or New York State law that directly controls
compensation for oocyte donors in the context of research. However,
human subjects research laws require that informed consent be
obtained in circumstances that minimize coercion and undue
influence — concerns that are implicated when compensation is

provided.
B. Ethics

After reviewing relevant laws and policy statements, the
Committee analyzed prevailing ethical theories concerning the
appropriateness of compensation for oocyte donors. For context, a
brief summary of these principles follows.

1. Undue Inducement/ Autonomy

An argument frequently made against offering financial
inducements to research participants is that it can compromise an
individual’s ability to provide free and voluntary informed consent,
possibly hindering the their ability to act in his or her best interests.”
Not every offer of compensation is an undue inducement, however:
“if the risks and benefits of the research to the patient or others are
positive, payment alone to an otherwise competent and informed
subject will not be ‘undue’ nor is compensation ‘coercive’ merely
because it provides an incentive to persons to donate.””" An incentive
may become an undue inducement if it is a person’s sole motivation
for participating,” if it blinds a person to the risks involved in the
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research, or if it leads a person to conceal or misrepresent information
that would disqualify her from being eligible to participate. Notably,
one must examine the donors social, cultural, and economic
background, rather than just the amount of compensation offered, to
determine whether an inducement is undue.”

Some have countered that the few studies conducted in this area
have not supported the theory that increased amounts of money
affect a person’s perception of risk presented by a protocol.”*” Others
assert that a decision can still be “voluntary” even if it is motivated in
part by financial gain, and that it is not appropriate to second-guess
the validity of that motivation. Some data support the theory that
women are not unduly influenced by compensation, but are simply
making cost-benefit decisions regarding the worth of their time and
burden.”

2. Justice/Equity

One common notion of justice is that persons similarly situated
should be treated in the same manner. Compensation for
participation in other forms of human subject research has been
prevalent for over 100 years,””* and compensation for oocyte
donations in the IVF context has been commonplace since 1984.”
With respect to the latter, the New York State Department of Health
allows payments for reproductive donations in line with American
Society for Reproductive Medicine (ASRM),* which states that:

[A]t this time sums of $5,000 or more require justification
and sums above $10,000 are not appropriate....
Payment...should reflect the amount of time expended and
the burdens of the procedures performed.... In no
circumstances should payment be conditioned on
successful retrieval of oocytes or number of oocytes
retrieved.®

The oocyte retrieval process is the same, regardless of whether
the ultimate destination is a clinic or research facility. In addition, the
underlying motivation to donate — whether it is to help an infertile
couple or advance science for the treatment of diseases — is similar.
Therefore, it is arguable that justice requires the terms and conditions
surrounding the donations be the same.

3. Exploitation

Theories of “exploitation” can both support and undercut the
argument for compensation.

Some have argued that offering compensation to donors will
disproportionately encourage socio-economically disadvantaged
individuals to participate in potendally risky research protocols in
which they, and their economically stable peers, would not otherwise
participate. In addition, historical cases of exploitation of subjects —
and in particular, women — by the scientific community have resulted
in significant distrust of the institution of research.® Providing
compensation as an incentive to engage in risky behavior may
exacerbate that distrust.

Proponents of compensation counter that providing
compensation for research participation is the only opportunity for
the donor — rather than the researcher or the institution — to reap any
financial benefit from research that may be commercially valuable.®
Others note that it is arguably exploitative to ask women to undergo
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the time, inconvenience, burden, and pain of donation without
providing fair compensation.**® Indeed, failing to remunerate
women for these sacrifices reinforces the stereotype that women
should be natural caregivers and reproductive entities, and does not
account for the significant contribution they are providing to society
by donating.

4. Commodification

It has been suggested that allowing compensation for donation
of oocytes leads to commoditization of the body, akin to selling body
parts.® Reducing individuals to spare parts or tissues undermines
fundamental social and cultural attitudes towards human life,¥ and
may have a deleterious effect on what it means to be human.®

Some justify payment for body parts with the social value of
alleviating the shortage of such parts.”” However, it is not necessary to
go that far to defend compensation for oocyte donation. Proponents
of compensation argue that there is an ethical and moral distinction
between paying for a donor’s time, burden, and assumption of risk,
and paying for the biological product itself.” Others analogize
compensation for egg donation to compensation for other
“renewable” biological materials, like blood or sperm,” which is
permissible in most jurisdictions.”*”

Lastly, while some commentators assert that compensating
women for their reproductive tissues may result in a diminution of
dignity, there is scant evidence that decades of compensation for IVF
donations have resulted in any notable diminution in dignity.”

5. Practical Considerations

States that have explicitly addressed the issue of oocyte donor
compensation generally have followed the NAS model and allow only
for reimbursement of direct expenses.”**” It is well-documented,
however, that these jurisdictions suffer from a dearth of donations:
even large, well-funded programs, such as those in Massachusetts
(one egg donor, to date)” and California (no egg donors, to date).”
Studies similarly show that women who are interested in donating to
research are nevertheless unwilling to undertake the substantial
burden and risk associated with donation without reasonable
compensation.

A policy of oocyte donor compensation may also lead to greater
genetic diversity in biological materials available to stem cell
researchers. Historically the IVF system has heavily favored
Caucasian women with certain qualities deemed favorable, and, as
such, most frozen embryos in excess of the IVF process are of limited
genetic variability and not representative of many diseases found
outside of these populations." This lack of genetic diversity impedes
research into potential treatments and cures for conditions afflicting
non-IVF donor populations, and some have argued that providing
compensation for non-traditional IVF donors might increase the
pool of genetic diversity for research.

100

C. New York’'s Policy on Compensation of
Women Who Donate Oocytes Directly
and Solely to Stem Cell Research

After extensive review and deliberation, the Ethics Committee
concluded that some level of compensation beyond reimbursement
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for out-of-pocket expenses is necessary to encourage oocyte donations
and promote stem cell science. Therefore, the Ethics Committee
recommended, and the Funding Committee agreed, that women
who donate their oocytes directly and solely to stem cell research also
could be compensated — within specified limits — for the time, burden
and discomfort associated with the donation process.®?

The Board noted that it is legally and ethically permissible to
provide compensation for participation in other forms of human
subjects research, including research that presents no prospect of
direct benefit to the participant, and asserted that it should not
engage in “stem cell exceptionalism” by setting different rules for the
stem cell research context. It similarly found no principled basis for
distinguishing between oocyte donations to IVE for which
compensation is permitted, and donations to stem cell research.
Further, the Board asserted that there is arguably greater social utility
in donating for stem cell research than donating for a private
reproductive purpose, and that additional procedural safeguards,
which are not available in the reproductive context, are in place to
protect women who donate eggs to research.

Although the Board agreed that there are valid concerns about
physical risks associated with the donation process, it decided that the
appropriate policy response is to require thorough disclosure of these
risks and to allow women to decide for themselves whether to
undertake them.'” The Board believed that it is unnecessarily
paternalistic to promulgate a policy on the premise that women
cannot fully weigh the risks and benefits of participation when
offered reasonable compensation, particularly in light of the Board’s
rigorous informed consent requirements intended to maximize donor
comprehension of risks.

After reviewing numerous models for compensation,'™ the
Board reasoned that equity required a policy permitting women who
donate oocytes to stem cell research to be compensated in amounts
parallel to those who donate oocytes to IVE Therefore, it concluded
that amounts up to $5,000 are reasonable, but sums above $5,000
require justification, and sums above $10,000 are prohibited. In so
finding, the Board sought to strike a balance between providing
reasonable and fair compensation for a woman’s time and burden, in
an amount sufficient to overcome disincentives to donation, and
avoiding undue inducements to donate.

In addition, the Board prohibited remuneration based on the
number or quality of eggs produced, in order to prevent
commodification of oocytes. Instead, the Board stressed that
compensation must be based on the time and burden involved in the
donation process.'”® The Board also instituted rules and procedural
safeguards to protect against compensation amounting to an undue

inducement to donate,'

and against possible exploitation of socio-
economically disadvantaged women.'””

Lastly, the Board considered the option of permitting grantees to
compensate oocyte donors, but precluding grantees from using state
funds for that purpose. While such a policy might be less controversial,
the Board noted that it would impose complicated recordkeeping and
other compliance requirements on researchers and enforcement
obligations on regulators. More fundamentally, however, the Board
believed that if it is ethical to provide public funds for research on cell
lines derived from an oocyte from which the donor was compensated,
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it is also ethical to permit public funds to be used for that
compensation. Accordingly, the Board decided to allow grantees to use
public funds acquired from NYSTEM to compensate oocyte donors,
in line with NYSTEM's strict ethics and oversight standards.

V. Conclusion

The Empire State Stem Cell Board’s decision to compensate
oocyte donors was linked inextricably to its policies on research
oversight and informed consent. This article attempts to illustrate the
complex process by which the Board arrived at this decision, and to
provide an example of how other stem cell research governing bodies

can use this experience to develop oocyte donation policies.
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