2

A Researcher’s Guide to Federally Funded
Human Embryonic Stem Cell Research
in the United States
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1. INTRODUCTION

The issuance of the first grant awards for human embryonic stem (hES)
cell research by the National Institutes of Health (NIH) in 2002 represents a
milestone in this emerging field of biomedical investigation. Based on a
policy announced on August 9, 2001 by President George W. Bush, scien-
tists can now apply for and receive federal funds for research to use certain
hES cell linesin their laboratory investigations. This chapter providesinfor-
mation often sought by researchers regarding federal policies, regulations,
procedures, and opportunitiesfor pursuing studiesusing hES cells. Although
research that results in the creation or destruction of human embryosis pro-
hibited from receiving federal support, there are no legal restrictions on per-
forming these research activities with private sources of funding. In 1998, a
research group led by Thomson published their privately funded studies on
hES cells, which were obtained after removal of the inner cell mass from an
early blastocyst (1). Also in 1998, Gearhart and co-workers published their
privately funded studies on human embryonic germ (hEG) cells, which were
derived from the primordial ridge of early-gestation fetal tissue (2). Even
though hES and hEG cells are isolated from distinctly different stages in
human development, both cell lines were found to have the capacity for
infinite proliferation in an undifferentiated state and development into spe-
cialized cells with properties similar to those found in many different types
of tissues. Both hES and hEG cells are described as “ pluripotent,” inferring
that the undifferentiated cells are capable of developing into cells typically
found in specialized tissues representing al three germ layers (the endo-
derm, mesoderm, and ectoderm) in the course of normal development of an
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organism.2 These discoveries sparked intense interest among the scientific
community because of the enormous potential for basic research and devel op-
ment of cell-based therapies, and they led to the establishment of policy for the
use of public resources for hES cell research. It is important to note that the
presidential decision of August 9, 2001 dealt strictly with hES cell research and
did not directly affect the existing guidelines pertaining to the use of federa
fundsfor hEG cell research (3). The main objective of this chapter isto discuss
conditions whereby research with hES and hEG cells can be supported by the
federal government, and it focuses primarily on the regulations that apply to
obtaining funding from the NIH. Other important issues such as those
involving patents and intellectual property are addressed in the next chapter.

2. CONDUCTING HUMAN EMBRYONIC STEM CELL
RESEARCH IN THE UNITED STATES

Over the past 20 yr, research to devel op and use murine (4,5) and nonhu-
man primate embryonic stem cells (6) was supported through public and
private resources, and this contributed indirectly to fundamental advances
in hES cell research. However, none of the innovative work leading to the
derivation of hES and hEG stem cell lines to date has been supported with
US federal funds; they were devel oped solely with private resources.? Pub-
licly financed stem cell research is widely recognized as important because
of the need for extensive basic research on the unique biological properties
of hES cells such as studies to understand the regulation of genes involved
in the control of proliferation and differentiation. In general, basic research
is not the major target of the private sector, which is generally more focused
on technology development and cellular engineering. An important point
about the funding of hES research in the United States is that whereas there
are specific research activities that cannot be carried out with the use of
public funds, these same activities can be conducted with support from pri-
vate resources, such as companies, foundations, or universities.© A second

aTheterm pluripotent stem cell has been used to describe cellsthat are derived from human
embryos or from the primordial ridge in fetal tissues. The discussion in this chapter uses the
term to refer solely to hES and hEG cells. However, recent scientific evidence suggests that
some “adult-type” stem cells may also have pluripotent capabilities, but research activities
using them are not subject to the policies, procedures, and guidances presented here.

bIn this chapter, a distinction is made between federally and publicly sponsored research
activities. In some cases, state government funding has been authorized to support research
for the development of hES cell lines.

®Many states have laws and regulations regarding human embryos and fetal tissue and the
use of them in research. Researchers are recommended to confer with institutional adminis-
trative officialsregarding local and state requirements. A resource for current state embryonic
and fetal research laws and pending legislation may be found at the National Conference of
State Legislatures website (www.ncsl.org/programs/heal th/genetics/embfet).
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important distinction is the difference in policies regulating the use of pub-
lic fundsfor the development or use of hES cell linesversusthose regulating
hEG cells because the former are derived from human embryos and the lat-
ter arefrom fetal tissue. I nvestigatorswho perform research with USfederal
funding need to understand these key distinctionsin order to remain in com-
pliance with regulations and guidances.

2.1. Human Embryo Research

The existing policy governing the use of public resources for hES cell
research in the United Statesis linked to legal interpretations of the federal
prohibition of funding for investigations that use human embryos. Since
1993, NIH has been prohibited from supporting research that result in the
creation or destruction of human embryos. This prohibition was recently
reaffirmed in the congressional appropriations for NIH in fiscal year 2002
as Public Law 107-116 of the Departments of Labor, Health and Human
Services, and Education, and Related Agencies Appropriations Act, 2002
Sec. 510. which states:

(a) None of the funds made available in this Act may be used for (1) the
creation of ahuman embryo or embryosfor research purposes; or (2) research
in which ahuman embryo or embryos are destroyed, discarded, or knowingly
subjected to risk of injury or death greater than that allowed for research on
fetuses in utero under 45 CFR 46.208(a)(2) and section 498(b) of the Public
Health Service Act (42 U.S.C. 289g(h)).

(b) For purposes of this section, the term “human embryo or embryos”
includes any organism, not protected as a human subject under 45 CFR 46 as
of the date of the enactment of this Act, that is derived by fertilization,
parthenogenesis, cloning, or any other means from one or more human
gametes or human diploid cells.

Clearly, federal funds may not be used for the derivation of hES cell lines,
a process that requires the destruction of a human embryo. In 1999, a lega
interpretation of the prohibition by the Department of Health and Human
Services Office of General Council determined that research using hES cell
lines did not constitute human embryo research as long as federal funds
were not used for the actual derivation of the cells. This interpretation
opened the door for the development of NIH guidelines, issued in August
2000, pertaining to the use of pluripotent stem cellsin federally sponsored
research (3). In 2001, a year after these guidelines were issued, President
George W. Bush announced a policy that, in effect, eliminated portions of
these guidelines covering hES cell research. The next two sections detail
current application of these guidelines.
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2.2. Use of Human Embryonic Stem Cells in Research

President George W. Bush announced the current policy for federal fund-
ing of hES cell research on August 9, 2001. The new policy allowed federal -
expendituresfor research conducted only on cell lines devel oped prior to the
presidential announcement. This means that funding for any new cell lines
established by the destruction of an embryo(s) after August 9, 2001 is pro-
hibited. On the other hand, federal funds may now be used for research on
existing hES cell linesif (1) the derivation process (which commences with
the removal of the inner cell mass from the blastocyst) had already been
initiated prior to the announcement on August 9, 2001 and (2) the embryo
from which the stem cell line was derived no longer had the possibility of
development as a human being.

In addition, President Bush’ s announcement identified four requirements
that must be met regarding the acquisition of the embryo for derivation of
the hES cells:

The embryo was originally created for reproductive purposes.

The embryo was no longer needed for reproductive purposes.

Informed consent must have been obtained for the donation of the embryo.
No financial inducements were provided for donation of the embryo.

In November 2001, an NIH Human Embryonic Stem Cell Registry (escr.
nih.gov) was developed to facilitate hES cells research by providing inves-
tigators with the list of the hES cells that meet the eligibility criteria and
with contact information so that they could acquire cells that are available.
Each of the sources of the 78 cell lines currently described on the Registry
provided NIH with documents and assurances that they were in compliance
with these eligibility criteria. The next chapter provides an in-depth dis-
cussion of issues dealing with intellectual property, acquisition costs for
cell lines, and material transfer agreements with the sources of cells. Table 1
summarizes a series of steps to guide investigators seeking NIH funding for
research using human pluripotent cells.

2.3. Use of Human Embryonic Germ Cells in Research

The presidential decision of August 9, 2001 dealt strictly with hES cells.
It did not change the rules for federal funding of hEG cell research; how-
ever, their useis still regulated by the NIH Guidelines for Research using
Human Pluripotent Stem Cells (3). Despite the fact that no prohibition or
policy has ever prevented federal funding of hEG research, it is noteworthy
that the first hEG cell lines (2) were not developed with the use of federal
funds. The NIH guidelines, which apply to the use of hEG cells, are closely
aligned with provisions governing the use of human fetal tissue in research,



Researcher’s Guide 31

Table 1
Applying for Federal Funding of Research Using Embryonic Stem Cells
and Embryonic Germ Cells?

A. Human Embryonic Stem Cell Research

¢ Include statement in grant proposal indicating which cell lines from NIH Regis-
try (escr.nih.gov) will be used in research activities—cite the NIH identifying
code for the cell ling(s) to be used in the proposal

« Indicate in the proposal that the research will not include prohibited activities

e Obtain cell lines from eligible sources using material transfer agreement

e Contact institutional officials regarding need for IRB review and approval—
refer to OHRP guidance (ohrp.osophs.dhhs.gov/humansubjects/guidance/
stemcell)

e Contact appropriate NIH extramural program officer with technical questions
about research plan (grantsl.nih.gov/grants/stem cell contacts)

B. Human Embryonic Germ Cell Research

e Include description of cell linesto be used in research protocol in the grant pro-
posal

* Indicate in the proposal that the research will not include prohibited activities

 Provide documentation of compliance with criteriadescribed in Section 11.B.2 of
the NIH Guidelinesfor Research Using Human Pluripotent Stem Cells (www.nih.
gov/news/stemcell/stemcellguidelines)

e Submit supplemental application of research assurances to Human Pluripotent
Stem Cell Review Group (7)

e Contact institutional officials regarding need for IRB review and approval—
refer to OHRP guidance (ohrp.osophs.dhhs.gov/humansubjects/guidance/
stemcell)

e Contact appropriate NIH extramural program officer with technical questions
about research plan (grantsl.nih.gov/grants/stem_cell contacts)

aResearch activitiesfor basic, in vitro, or animal studies. Future clinical studies with stem
cells may have additional submission and approval requirements by NIH and US Food and
Drug Administration.

as listed below. The policies regulating hEG and hES cell research differ in
five important points:

* Federal funding may be used in the derivation of the hEG cells from fetal
tissue.

» Research may be conducted with federal funds for hEG cell lines established
after August 9, 2001.

» Federal funding may be used only for those hEG cellsthat arein compliance with
the NIH Guidelines for Research Using Pluripotent Stem Cells (Section 11.B.2).

» Theuseof hEG cellsin federally sponsored research requires the approval by
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an NIH committee known as the Human Pluripotent Stem Cell Review Group
(HPSCRG) as described in the NIH Guidelines (3).
 Eligible hEG cellsare not listed on the NIH Human Embryonic Stem Cell Registry.

Individuals planning to use hEG cells in research should aso consider
two important aspects of federal laws and regulations. The first pertains to
the legal aspects of human subjects protections that are associated with
acquiring human fetal tissuefor usein research. Section 42 U.S. Code 289g-2
(www.nih.gov/news/stemcell/42-289g2) describes conditions, prohibitions,
and penalties associated with the acquisition of human fetal tissue. Research
conducted with human fetal tissue is also subject to state and local regula-
tions, as specified in 45 Code of Federal Regulations 46.210 (www.nih.gov/
news/stemcell/45).

If federal funding for conducting hEG cell research is sought, the applica-
tion must comply with the NIH Guidelines for Research Using Pluripotent
Stem Cells (3). An NIH guide notice (7) has been issued that describes in
detail procedures for submitting materials that must accompany a grant
application proposing to use hEG cells. These procedures also apply to
funded grantees who would like to include the use of hEG cells in their
existing grant awards. The following eight criteria must be fulfilled and
documentation submitted to NIH for review by the HPSCRG prior to fina
approval and award of funding by the NIH:

e An assurance, signed by the responsible institutional official, that the hEG
cells were derived from human fetal tissue in accordance with the conditions
set forth in Section 11.B.2 of the NIH guidelines and that the institution will
maintain documentation in support of the assurance.

* A sample informed consent document (with patient identifier information
removed) and a description of the informed consent process that meet the cri-
teriafor informed consent described in the following paragraph.

» Anabstract of the scientific protocol used to derive hEG cellsfrom fetal tissue.

» Documentation of institutional review board (IRB) approval of the derivation
protocol.

* An assurance that the hEG cells to be used in the research were or will be
obtained through a donation or through a payment that does not exceed the
reasonable costs associated with the transportation, processing, preservation,
quality control, and storage of the stem cells.

» Thetitle of the research proposal or specific subproject that proposes the use
of hEG cells.

e Anassurance that the proposed research using hEG cellsis not a class of research
that isineligible for NIH funding as set forth in Section I11 of the NIH guidelines.

* The Principal Investigator’s written consent to the disclosure of all material
submitted to the NIH as necessary to carry out the public review and other
oversight procedures set forth in the NIH guidelines.



Researcher’s Guide 33

There are aspects of the informed consent procedures that must be con-
sidered by investigators who have derived hEG cells from fetal tissue,
regardless of whether this was carried out with federal funding. Informed
consent documents should include the following information:

» A statement that fetal tissue will be used to derive stem cells for research that
may include human transplantation research.

* A statement that the donation is made without any restriction or direction
regarding the individual (s) who may be the recipient(s) of transplantation of
cells derived from the fetal tissue.

e A statement as to whether or not information that could identify the donors of
the fetal tissue, directly or through identifiers linked to the donors, will be
removed prior to the derivation or the use of human pluripotent stem cells.

» A statement that derived cells and/or cell lines may be kept for many years.

* A disclosure about the possibility that the results of research on the stem cells
may have commercial potential, and a statement that the donor will not receive
financial or any other benefits from any such future commercial development.

* A statement that the research is not intended to provide direct medical benefit
to the donor.

The above materials must be submitted to the HPSCRG by investiga-
tors seeking federal funds to use hEG cells in their research before ap-
proval for funding can be granted (7). If a research proposal has been
determined to merit federal funding, the assurance documents will be re-
viewed by HPSCRG in a public meeting for compliance with the NIH
guidelines. For investigators proposing to use hEG cellsthat havereceived
prior HPSCRG approval, there is an expedited review and approval pro-
cess that does not require discussion at a public meeting. Under these cir-
cumstances, researchers should provide the HPSCRG with a copy of the
approval letter from the source of the cells, a letter specifying their re-
guest, and accompanying documents. Researchers planning to use hEG
cellsin their investigations should contact and consult with the appropri-
ate program officialsat NIH before submitting their grant applications and
assurance documents.

3. RESEARCH ACTIVITIES THAT CANNOT
BE SUPPORTED WITH US FEDERAL FUNDS

The current policy on federally funded research also identifies research
activities that are not eligible for support. These prohibited activities, first
described in the 2000 NIH guidelines (6) (Section Il1, Areas of Research
Involving Human Pluripotent Stem Cells that are Ineligible for NIH Fund-
ing), were not affected by the president’s August 2001 policy decision and
include the following:
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Table 2
Types of Stem Cell Research Activities That Are Not Subject
to Special Requirements for Federally Funded Research

* Studies proposing to use animal sources of adult stem cell, embryonic stem cell,
or embryonic germ cell lines

e Basic (nonclinical) research studies involving human adult stem cells (such as
hematopoietic stem cells)

 Basicresearch (nonclinical) using nonpluripotent stem cells derived from human
fetal tissue (e.g., stem cells found in tissues other than primordial ridge, such as
hematopoietic and neuronal stem cells)

e Thederivation of pluripotent stem cells from human embryos

e Research in which human pluripotent stem cells are utilized to create or con-
tribute to a human embryo

* Research utilizing pluripotent stem cells that were derived from human
embryos created for research purposes, rather than for fertility treatment

* Research in which human pluripotent stem cells are derived using somatic cell
nuclear transfer (i.e., thetransfer of ahuman somatic cell nucleusinto ahuman
or animal egg)

e Research utilizing human pluripotent stem cells that were derived using
somatic cell nuclear transfer (i.e., the transfer of ahuman somatic cell nucleus
into a human or animal egg)

e Research in which human pluripotent stem cells are combined with an animal
embryo

e Research in which human pluripotent stem cells are used in combination with
somatic cell nuclear transfer for the purposes of reproductive cloning of a
human

Investigators who are conducting federally sponsored research and have
guestions about eligible research activities should consult with their NIH
program officer.

4. FEDERAL REQUIREMENTS FOR REVIEW AND APPROVAL
BY INSTITUTIONAL REVIEW BOARD OF BASIC RESEARCH
INVOLVING USE OF hES AND hEG CELLS

Investigators and institutional officials should be aware of the require-
mentsfor |RB assessment and approval of research that proposesto use hES
and hEG cells. Recognizing that the use of these cells in human subjectsin
clinical trials may be years away, researchers are sometimes uncertain
whether IRB review is required for their research. For basic research appli-
cations that only involve in vitro studies or studies in animals, the human
subjects concerns focus on protections for the donor(s) of the embryos or
fetal tissue that served as the source of the cell lines.
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Recently, the Office of Human Research Protections (OHRP) developed
guidelines for researchers and research institutions with information about
circumstances that require IRB action for basic hES and hEG cell research
applications (Guidance for Investigators and Institutional Review Boards
Regarding Research Involving Human Embryonic Stem Cells, Germ Cells
and Related Test Articles [ohrp.osophs.dhhs.gov/humansubjects/guidance/
stemcell.pdf]). Under circumstances described later in this section, research
supported by the Department of Health and Human Services (HHS) may be
subject to HHS human subjects protection regulations described in Title 45
Code of Federal Regulations (CFR) Part 46 “ Protection of Human Subjects,”
including Subpart B, 45 CFR 46.206.

Of concern is the possibility that identifying information (i.e., informa-
tion that could reveal the identities of the donors of the embryos or fetal
tissue), might become availabl e to the researchers who work with cell lines
derived from these sources. Some cell lines have been developed “anony-
mously,” without any information that could link the donorsto the cells (1).
In the case of other cell lines, donor information has been retained, either by
the source of the embryos or by the laboratories where the cell lines were
originally developed. If federally sponsored research is conducted with cells
whereidentifying information could be made availableto investigators, such
research is governed by 45 CFR Part 46 because the donors are considered
human subjects, and, therefore, IRB review and approval is required. How-
ever, 45 CFR Part 46 does not apply if (1) the investigator and the research
institution do not have access to the identifiable private information related
tothecell lineand (2) awritten agreement is obtained from the hol der of the
information linking the donor to the cell line, indicating that such informa-
tion will not be released to theinvestigator under any circumstances. If these
conditions are met, an institution or an IRB can decide to waive IRB review
of the research using the cell line.

Researchers can determine whether a cell line has identifying information
linked to it in a number of ways. In many cases, the material transfer agree-
ments between investigators and the sources of the hES and hEG cells will
delineate the anonymity of sources or specify the limitations of access by the
researcher to identifying information about the donor(s). In addition, research-
ers should recognize that their institutions and IRBs might require review and
approval of basic research use of these cells even under circumstancesthat are
not required by the OHRP guidance. Therefore, investigators are encouraged
to contact their institutional research administrative officialsto assure compli-
ance with their policiesin addition to federal regulations.

Asinvestigators begin to contemplate obtaining federal support for clini-
cal research (i.e., studies conducted on human subjects) using hES and hEG
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cells, the OHRP guidance provides additional information about other regu-
lationsthat apply. Although beyond the scope of this discussion, researchers
should be aware that in addition to the OHRP guidance for stem cell
research, use of these cellsin clinical research isalso subject to the US Food
and Drug Administration IRB and informed consent regulations (Title 21
CFR Parts 50 and 56).

5. FEDERAL FUNDING OPPORTUNITIES
FOR STEM CELL RESEARCH

Opportunitiesfor NIH funding of research with hES and hEG cells can be
found at a central NIH website with information on this subject (www.nih.
gov/news/stemcell/index) aswell asrelated topics such asinformation about
the acquisition of cells, contact information for NIH extramural program
staff, and frequently asked questions. The NIH also posts requests for appli-
cations (RFAs) and program announcements (PAsS) soliciting research
applications on specific aspects of stem cell research; these are updated
weekly in the NIH Guide for Grants and Contracts (grants.nih.gov/grants/
guide/index). Finally, the NIH provides administrative supplements for
investigators with existing grants to enable them to acquire the skills and
cellsfor initiating research in this field.

Some investigators have asked under what circumstances can they con-
duct research in their NIH-funded laboratories on cell linesthat do not fulfill
al of the federal criteria, such as hES cells that are not listed on the NIH
Registry. They may have private resources from industry or foundations to
conduct research that is prohibited with federal funds. In laboratories
receiving both federal and nonfederal sources of funding, investigators and
their staff must segregate allowable and unallowable activities so that the
costsincurred by each type of research is charged to the appropriate funding
source. For instance, the time and effort of laboratory personnel working on
ineligible stem cells may not be charged to any federal grant. Acquisition of
equipment, use of cell and tissue culture suppliesin the project, and travel to
conferencesto discuss or present work on prohibited activities likewise may
not be supported with federal funds. Finally, it isthe institution’s responsi-
bility to provide clear instructions to investigators who conduct research
that is “unallowable” under federal research funding policy.

6. CONCLUSIONS

Research using hES and hEG cellsis now underway in the United States
with both public and private support. The NIH is supporting stem cell
research by providing extensive information to the research community on
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the acquisition of stem cells, guidelines and legal requirements, funding
opportunities, and technical assistance about the grant application process.
A high priority for the NIH has been the development of the science infra-
structure to facilitate investigator-initiated basic research studies. This
infrastructure includes enhancing the distribution network for cell lines,
improving their characterization and quality assurance measures, supporting
laboratory training programs, workshops, and conferences, and establishing
career development pathways to ensure that a highly skilled scientific
workforce is in place. Investigators who apply for federal funding in the
United States are encouraged to learn about the framework for conducting
hES and hEG cell research. Once fully informed, researchers will find that
there are minimal burdens and many opportunities for successful research
programs using these unique cells.
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