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1. Why has the name of the NEH Human Embryonic Stem Cell Registry been changed? -
President George . Bush maquirad that the name of the registry be changed in his Ezgoutive Order #13925 (96,4 KB POF; get Adobe Beadar); issund oh June
20, 2007, £5 8 result of this Exerutive Jrder, the former National Institutes of Health Human Embryonic Stem Cell Registry will naw bs called the “"Natinnal
Institutes of Health Human Plutipotent Stern Tell Registry.” The registry wil now include bidth human embryonic stem cells that were derived consistent with the
Bresident’s aoioy of August 9, 2003 and human piuripotant stem cells derived from non-embryonic sources. '

2. What is meant by the term "pluripotency™?
Pluripotency is defined as the ability of stem cells to give rise to all of the various cell types that make up the body.

3. What are the properties of pluripotent stem cells?
Current scientific understanding of how to assess pluripotency is based on extensive studies of mouse embryonic stem (ES) cells. In mice, the gold standard test
for the ability to form derivatives of all three germ layers (ectoderm, mesoderm, and endoderm) is injecting putative pluripotent cells (labeled ta permit tracking af
daughter cells) inta a mouse blastocyst. If the injected cells are truly pluripotent, labeled daughter cells will be seen in tissues derived from all germ layers
throughout the embryo. This method, however, is not practical in non-human primates, nor ethical when it invelves the use of human cells ar blastocysts.
Consequently, scientists typically demonstrate the formation of all three germ layers by primate stem cells. via teratoma formation, As our understanding of
pluripotency and its molecular characteristics advances, alternative methods are likely to be develaped and accepted.

4, Where do pluripotent stem cells come from?
At present, scientists are able to derive human pluripoterit stem cells from the inner cell mass of a S-day-old pre-mplantation blastocyst-stage embryo obtained
after in vitro fertilization; the celis derived in this manner are called human embryonic stem cells (hESCs). Recent publications report that scientists are now able
to reprogram human adult skin cells to behave in many respects like hESCs. These reprogrammed human adult skin cells are known as induced pluripotent stem
cells (IPSCs). Scientists continue to pursue additional ways to derlve pluripotent human stem cells. NI4 antncxpates the need to continue ta compare and evaluate
new and E><lst|ng sources of human pluripotent stem cells.

S. How did NIH determine what standards should be used to establish a cell's pluripotency?
The characterization of stem cells and the definition of pluripotency are under active investigation by scientists today. NIK.examined the current literature for: 1)
properties correlated with pluripotency; and 2) methods used to characterize human cells as pluripotent. The mast commonly described properties were:

Formation of a teratoma :

Unlimited self-renewal in culture

Expressian of a specific set of transcription factors (for example OCT4, SOX2, NANOG and POUSF1)

Expression of a unigue set of cell surface markers (such as SSEA-3, SSEA-4, TRA-1-60, and TRA-1-81)

Formation of embryoid bodies

A specific pattern of gene expression assayed by whole genome profiling

A specific epigenetic profile

* w o w v w om o

Two of these properties or methods were chosen as being most widely used and accepted as avidence of pluripotency: formation of a teratama and unlimited
self-renewal in culture. In addition, derivers should provide information on the expression of the transcription factors and cell surface markers that are widely
used to characterize human pluripotent stem cells. NIH will update these criteria as additional and/far new standards are developed to establish pluripotency.

6. What kinds of pluripotent stem cell lines will now be added to the National Institutes of Health Human Pluripotent Stem Cell Registry?
Pluripotent cell lines derived from non-embryonic sources will be considered. Pluripotent celf lines derived from human embryos that meet the g i
estabiishad by President Seorge W, Bush on August 9, 2001 will also be considered. NIH will add cell lines to the new NIH Human Pluripotent Stem Cell Reglstry if
derivers:

> Provide evidence that cells from the proposed cell ling form a teratoma that contains cells from ali 3 embryonic germ layers {endoderm, mesuderm, and

ectoderm). This method was chosen becausg it is currently the gold standard for determining whether a human line is pluripotant. 1f cellsfrom the line have

mLne N
nat been demonstrated to form a teratoma, the derivers may provide alternative ewdence af piuripotentiality for consideratian by the NIH.

¥ Provide evidence that the Cell ling 18 c2 capg of GRlimited self

. P AV W)
7. How will-NIH determine what pluripotent cell lines meet these standards? .
The NIH Stem Cell Task Force has established a Pluripatency Standards Working Group that will evaluate submissions of celis and cell lines and assess them with
respect to required properties. The Pluripotency Standards Working Group will also advise NIH on updating the criteria for establishing pluripotency as new
science emerges. If appropriate, lines listed on the registry will be tested to determine that they meet the new standards.

8. How can a scientist get her or his pluripotent cell lines listed on the NIH Human Pluripotent Stem Cell Registry?
Scientists wishing to get their cell lines listed on the NIH Human Pluripotent Stem Cell Registry must submit evidence that their cells meet the minimum
requirements listed in FAD #6, consider the items mentioned in FAQ #12; and have the lines approved by the NIH Pluripotency Standards Warking Group.

9. Does a pluripotent cell line need to be Ilsted on the NIH Human Pluripotent Stem Cell Registry in order for the research on it to be eligible for Federal
Funding?
Research using piuripotent stem cells derived from non-embryonic sources has been and continues to be ellglble for Federal funds whether or not the cells are
listed on the Registry. The August 9, 2001 policy limitation applies specifically to pluripatent stem cells derived from human embryos. Therefore, research using
embryo-derived pluripotent stem cells is only eligible for Federal funding if it is listed on the NIH Human Pluripotent Stem Celi Registry.
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11.

Will NIH be distributing the human pluripotent stem cell lines listed on the new NIH Human Pluripotent Stem Cel! Registry?
Na, these lines remain the property of the scientists and/or institutions that generated them Scientists wishing ta obtain these cells far their experiments should
contact the Principal Investigatar listed on the Registry.

What human subjects regulations and policies must I follow in order to have my pluripotent ceil lines, whether derived from adult or fetal tissue, listed on

the NIH Human Pluripotent Stem Cell Registry? ’

Certain Federal regulations and policies may apply to the derivation of pluripotent cell lines fram adult or fetal tissue. The Department of Health end Human

Services {HHS) regulations far the protection of human subjects at 4 R part 46 apply to non-exempt human subjects research that is canducted or supported

by HHS, and also may apply to non-exempt human subjects research that is performed at an institution that has agreed to apply HHS regulations to all of its

human subjects research through its assurance of compliance with the Cffice for Human Research Protections (OHRP). The Faod and Drug Reguiations at ;
i1 wnd $6 generally apply to biomedical research involving an unapproved drug, device or biologic and may apply to certain studies of approved prndur.ts

Add ional information on FDA regulations is available at hitp: #fwww.accessdata fda.govfsoriptsfodriiofdnesicfdfr/cfreparch i nee [

atd Assountabiity ach (HIPAAY Frivany Rutle at 45 CFR 160 and 164 Subparts A and E may alsa apply to certain health information used far research.

Investigafors deriving pluripatent cell lines should consult their institutional review boards {IRBs) and/or Privacy Boards for specific guidance about whether and
how Federal, state and local regulations and policies apply to their work. Additionally, since some of the same regutations and palicies may apply to the use of the
cell line for subsequent research, guidance about these requirements and later use of these cell lines shauld be saught from the local IRB and/or Privacy Board.

HHS Regulations:

Research involving the derivation of pluripotent cell lines from non-embryonic sources that is conducted or supported by the HHS or performed at an institution
that has agreed to apply the HHS regulations to all of its human subjects research through its assurance of compliance with OHRP may be subject to the HHS
regulations for the pratection of human subjects ). The requirement for IRB review for derivation of the cell lines depends an whether the research
involves human subjects, and if so, whether the human subjects research is exempt under 45 CFR 46.101(b). The HHS régulatiuns for the protection of human
subjects only cover human subjects research that is not exempt.

The HHS human subjects regulations define a human subject as follows:

Hurnan subject means a fiving individual about whorn an investigator (whether professional or student) conducting research obtains
1. Data through intervention or interaction with the individual, or
2. Identifiable private inforrnation.

When using stored tissue or cells that were not collected specifically for the proposed derivation of pluripotent cell lines thraugh an interaction or intervention
with a living individual, and that retain no links to the identity of the individual from whom the tissue or cells were originally abtained, the derivation of the cell tine
is not considered human subjects research under the HHS regulations, Therefore, IRB approval and informed consent would nat be required for the derivation of
the celi line.

When using stared tissue or cells from a deceased donor, the derivation of the cell line would not be cansidered human subjects research under the HHS
regulations hecause those regulations apply only to living individuals. However, state or local laws may apply (e.g., if material is obtained from autopsy).

When using stored tissue or cells that can be linked by the investigators to the identity of the individual from whom the tissue was obtained, the derivation of the
cell line constitutes human subjects research under the HHS regulatians. However, such human subjects research may be exempt under 45 CFR 46.101(b}.
Specifically, the exemption at 45 CFR 46.101(b){4), which pertains to certain research invalving the callection ar study of existing data or s;pecimans. may be
applicable. If the derivation of the cell line involves hon-exempt human subjects research, then IRB review and approval and informad consent would be required
from the subject, uniess the IRB determines that the criteria for a waiver of infarmed consent have been met. However, the derivation of the cell line may not
constitute human subjects research if the stored tissues or cells are coded and certain other conditions are met. See the HHS Qffice for Human Research

Protections (OHRP} Gi Invalyi Infurmation or Blolodical S , August 10, 2004.

When tissues or cells for cell line derivation are obtained specifically for the proposed derivation of pluripotent cell lines thraugh an interactian or intervention with
a living individual, IRB review is required and informed consent must be obtained, unless the IRB waives the requirement for cbtaining informed consent in
accordance with the requirements of the HHS regulations at 45 CFR 46.116(d). .

When using tissues or cells from human fetal tissue, federal regulations {e.g. 45 CFR part .46, the FDA human subjects regulations, and/ar the HIPAA Privacy Rule}
and state and local laws must be fallowed, where applicable. In addition, Sections II. B. and Section 111 of the NI Guidslines for Resgareh Using Huem
Hu glis also apply.

QHRP mfurmatmn on how the HHS human subjects protectton regulations apply to cells and specimens used far research is pruvlded in:
re.and Institutio rds Regsrding X sl lny Human.Embryg m.Caily

cimazns, August 10, 2004{23.7 KB POF; get adobe f

The Health Insurance Portability and Accountability Act (HIPAA) Standards for Privacy of Individually Identifiable Health Information {Privacy Ruie) 45 CFR 160 and
164 Subparts A and E does not apply to specimens or cells per se, but may apply to information about individuals that is associated with the specimen or cells.

The full text of the Privacy Rule can be found at the HIF&A o of the Office for Civil Rights {OCR). Additional information about the Privacy Rule and -
research is available on the wile wehsite.

NIH Recombinant DNA Guidelines:

If the derivation of your pluripotent cell line involves recombinant DNA, you should. consuit the NIH Guidelines for Research Involving Recombinant DNA Molecules
to determine whether they apply. The Guidelines are available for download at httn:#wwwé.cd.nth.gov/ohalrac/quidstines/cuidsiings htmd. -

What kind of information will help NIH determine if cell lines can be included on the NIH Human Pluripotent Stem Cell Registry?
For NIH to determine if your cell lines can be included on the Human Pluripotent Stem Cell Registry, NIH would be interested in knowing the fallowing mformatmn

Cefl Line Information

Cell tine name or identifier

Detailed protocol of derivation process and source of cell line

Individual or institution wha derived the cell line

Individual or institution who owns the cell line

Any published, peer-reviewed scientific journal article that includes experiments demonstratlng the pluripotency of the human cell type or line bemg
considered for inclusion on the'NIH Human Pluripotent Stem cell Registry

v

Cell Characteristics

Whether feeder cefls were used during the xsulatxon and the source of the feeder celis

Passage number of the cell line

Whether the cell fine had normal or abnormal karyotype and the abnarmality

Whether the cells exhibit any of the fallowing markers: SSEA-1, SSEA-3, SSEA-4, TRA-1-60, TRA-1-81, Oct-4, Alkaline Phosphatase, Nanog
Whether a DNA fingerprint arialysis of the cell ine was performed

v e v v

Demonstration of Pluripotency
¥ wWhether or not your cells demonstrated the ability to give rise to a teratoma, ectoderm, mesoderm; endoderm, or other tissue type
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Demonstration of Self Renewal
& Whether your tell line is capable of dividing to produce more undifferentiated stem cells in culture, and the number of cell divisians the line has undergane

Who will be reviewing information about your cell line?
NIH Stem Cell Task Force

Human Pluripotent Stem Cell Registry Committee

31 Center Drive, Room 3C27, M5C (2320)

Bethesda, Maryland 20852-2320

Phone: 301-402-2313

Fax: 301-402-2265
E-mail oalkin
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Bush Will Pair Veto

By SHERYL GAY STOLBERG

WASHINGTON, June 19 — Presi-
dent Bush will issue an executive or-
der intended 'to encourage scientific
advances. in regenerative medicine,

according to senior White House offi-

cials who said Mr. Bush would- an-
nounce the initiative on Wednesday,
just as he vetoes a measure promot-
ing embryonic stem cell research.
The embryonic stem cell measure
has widespread public support, and
the veto would be the second time
Mr. Bush has rejected it. By pairing
the veto with a new scientific initia-
tive, the White House clearly hopes
to blunt the inevitable criticism that

Mr. Bush will face from researchers,

advocates for patients and politi-
cians, including many in his own par-
ty.

In interviews on-Tuesday, two sen-
ior administration officials said Mr.
Bush would direct his health and hu-
man services secretary to prowmote

| research into producing cells with

properties akin' to those of human

embryonic stem cells, without de-

stroying embryos in the process. Mr.
Bush has said embryo destruction is
a moral line that he will not cross.
The officials said Mr: Bush wanted
the National Institutes of Health to
capitalize on recent  scientific ad-
vances, including a study published
this month involving “skin cells .in
mice, that had the .potential to side-
step the ethical -controversies sur-
rounding embryonic stem- cell ex-
periments. The White House has
been consulting with scientists in re-
cent weeks on the plan, they said.
“This is the product of a lot of real-

ly hard, earnest work on this policy,”

said ‘Karl Zinsmeister, a domestic
policy adviser to Mr. Bush who
helped develop the initiative. “It is a
real sincere effort to open up a new
scientific solution to a vexing prob-
lem.”

But the effort appears largely
symbolic — there is no money at-

tached — and some scientists were
instantly skeptical. Two -leading
stem cell researchers, interviewed
Tuesday evening, said the recent
work was no substitute for embryon-
ic stem cell research. One, Douglas
A. Melton of Harvard University,
said he had become .aware recently
that the White House was trying to
reach out to some of his colleagues
who are pursuing the skin cell re-
search, which has not been replicat-
ed in humans.

“It should be pursued just as ac-
tively as we pursue human embryon-
ic stem cell research,” Dr. Melton
said of the recent studies. “I'm not
trying to say there’s nothing to this,”

he continued, “but it doesn’t need any

special attention. from the White

Looking for avenues
less problematic than
embryonic stem cells.

House. All we’ve ever asked is let hu-
man - -embryonic stem cell research
vie. for public funding like all other

_research.” .
Tony Fratto, deputy White House

press secretary, said the new initia-
tive was ‘“not about politics. It’s
about achieving effective policy.”

Controversy over human embry-
onic stem cell studies -has been a
theme in the Bush presidency. The
cells are considered valuable be-
cause they are “pluripotent,” mean-
ing they can develop into any type of
tissue in the body, and might there-
fore yield treatments and cures. In
August 2001, Mr. Bush said he would
allow taxpayers to finance the re-
search, but only on stem cell colo-
nies, called hnes ‘that ‘already ex-
isted.

Scientists and advocates for pa-

7T 1007
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tients have been pressing Mr. Bush
to lift those restrictions. On Tuesday,
two senior -administration officials,
speaking anonymously because the
president had not yet announced his
new initiative, summoned a reporter
to the White House to share details of
the alternative plan.

They said the initiative had three
parts.

First, Mr.. Bush w1ll an announce .
that the registry of embryonic stem
cell lines eligible for research with
federal tax dollars will be reconfig-
ured as the “human pluripotent stem
cell registry,” a change intended to
allow other types of stem cells to be-
come eligible for federal financing if
they have the same properties as
embryonic stem cells,

Mr. Bush will also order Mlchael
0. Leavitt, secretary of health and
human services, to “support alterna-
tive techniques,” the officials said.
He will instruct Mr. Leavitt to come
up with a plan describing how scien-
tists and researchers who want to
get new stem cell lines approved for
the registry might do so.

The officials said the White House

was particularly encouraged by sev-

eral new avenues of research, includ-
ing studies involving stem. cells ob-
tained from amniotic"fluid, and-ef-
forts to extract stem cells from em-
bryos that had heen declared “clin-
ically dead.”

But scientists said those studies
could-be as ethically problématic as
the ‘ones Mr. Bush already opposes.
John Gearhart, a stem cell research-
er at Johns Hopkins University, said
no one had figured out when an em-
bryo .could be declared clinically
dead. The White House officials said
it would be up to the health institutes
to develop standards. ‘

“It is not an alternative for embry-
onic stem cell research, because
some of these alternative procedures
still have ethical issues associated
with them,” Dr. Gearhart said, add-
ing, “Who is the god that says the em-
bryo is dead?”
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Bush Moving to Bolster
Stem Cell Alternatives
Embryonic Harvesting Remains Off-Limits

By MicuarL A. Frercaer
and Davip Brown
Washington, Post Staff Writers

President Bush, under increas-
ing pressure to relax his. restric-
tions on embryonic stem cell re-
search, plans to issue an executive
order today to encourage govern-
ment agencies to support research
that offers the promise of creating
medically useful stem cells without
destroying human embryos, ac-
cording to senior administration
officials.

The order, which Bush plans to
outline in a speech at the White .
House today, would require the De-
partment of Health and Human
Services to develop guidelines for
funding alternative approaches
over the next three months.

Bush is to issue his order as he
vetoes legislation that would loos-
en his six-year-old restrictions on
federal funding for embryonic stem
cell research. The bill passed by
comfortable — but not veto-proof
— margins in the House and Sen-
ate. Bush has opposed research
with stem cells derived in a process
that destroys human embryos,
which he calls immoral. -

White House officials acknowl-
edge that the executive order is
leéss a change in policy than “a kick
in the pants” for the government to -
make clear that it is willing to fund
promising stem cell research. Re-
cent advances have increased opti-
mism that stem cells with potential
for treating diseases or even devel-
oping into human organs for trans-
plants can he developed from skin
cells, amniotic fluid or even cells
salvaged from dead embryos.

The White House sees the
emerging research as a way out of a
difficult and emotjonal debate.
Shortly after becoming president,
Bush. banned federal® funding of
stem cell research that involves the
destruction of human embryos,
which have long been seen as the

‘most promising source of stem
cells. It was a position cheered by
many conservative Christians and
others who equate embryos with
human lives. ’

Opponents said the ban was
slowing the pace of potentially life-
saving research, which is now be-
ing pursued with private and some
state funding. In addition, oppo-
nents said the embryos from which

« “stem cells are derived are slated for

“This disabuses us of this notion
that there is this fundamental con-
flict between science and ethics;”
Karl Zinsmeister, Bush’s top do-
mestic policy adviser, said of the
new research.

Scientists can receive federal

funding only for work on embryon-
ic stem cells obtained from roughly
20 colonies already in’ existence
when Bush’s ban went into effect.
In his speech, Bush is expected to
express the hope that the recent ad-
vances will quickly expand 'the
number of cell colonies compatible
with federal funding.

There is some evidence that cells
with the capacity to divide and
grow into many different tissues
exist in the placenta, umbilical cord
blood and bone marrow. Winnow-
ing them from other cells and suc-
cessfully pushing them down a path
toward medically useful purposes,
however, has been difficult.

Part of the problem is that some
of these “adult” stem cells are not
as primitive and potent as those ex-
tracted from an embryo when it is
at the stage of a barely visible ball
of cells.

This month, three research
teams announced that they were
able to-coax skin cells from mice to
revert into more primitive and po-
tent cells — the equivalent of going
back in timé. This raises the possi-
bility that everyone may possess
the raw material to make stem cells
with the same therapeutic poten-
tial as.ones from embryos.

Other  researchers recently
showed they could make healthy
mouse stem cells from eggs with
severe genetic abnormalities by re-
moving the damaged chromo-

somes and putting in normal ones. -

If that could be done with some of
the tens of thousands of chromo-
somally abnormal fertilized eggs
routinely discarded by fertility clin-
ics, it might be a source of ethically
acceptable embryonic stem cells,
some experts believe.

But translating research from
lab to clinic, and from animals to
humans, requires huge amounts of

research. At .least some of that
work is what Bush apparently now

wants to support more vigorously.
“The president supports and en-
courages stem cell research — in-
cluding using embryonic lines— as
long as'it does not involve creating,
harming or destroying. embryos,”
said White House spokesman Tony

AL Van bhat
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BACKGROUND INFORMATION ON MEETING PARTICIPANTS

Dr. Tony Atala [AH-tall-ah], Director, Wake Forest Institute for Regeneratwe Medicine
(Winston-Salem, North Carolina)
Dr. Atala is a surgeon in the area of pediatric urology and a researcher in the area of regeneratlve
medicine and tissue engineering. His current work focuses on growing new human cells, tissues
and organs (including kidney, blood vessels, cartilage, muscle, bladder, pancreas, and others) to
repair or replace tissues or organs damaged by age, cancer, trauma, or abnormal development. In
January 2007, he led the team of researchers who first reported the isolation of pluripotent stem
cells from the amniotic fluid that surrounds developing embryos.

Dr. Bill Hurlbut {HERL-but], Professor of Neurology, Stanford Medical Center: Member,

- President’s Council on Bioethics (Stanford, California)

Dr. Hurlbut’s main areas of interest involve the ethical issues associated with advancing
biotechnology and neuroscience, and the integration of philosophy of biology with theology.
Since 2002, he has served on your Council on Bioethics. He is the author of Altered Nuclear
Transfer, a proposed technological solution to the moral controversy over embryonic stem cell
research. This proposal would utilize the power of reprogramming and/or gene addition or
deletion in combination with basic nuclear transfer technology todirectly produce plurlpotent
stem cells without generating and subsequently destroying embryos

Dr. Don Landry [LAYN-dree], Professor of Medicine, Columbia University Department of
Medicine; Director., Division of Nephrology. Columbia University Department of Medicine:
Director, Division of Clinical Pharmacology & Experimental Therapeutics, Columbia
University Department of Medicine (New York, New York)

Dr. Landry has worked as a NIH Physician-Scientists and his subspecialty training is in

Nephrology. In 1991 he established a laboratory at Columbia University to investigate medical

- applications of artificial enzymes. His laboratory in Experimental Therapeutics focuses on

organic chemical solutions to intractable medical problems. Dr. Landry is one of the co-authors

of a research project that proposes to use and apply the ethical framework for obtaining essential
organs from deceased persons for transplantation to the harvestmg of live stem cells from “dead
human embryos.”
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For Immediate Release
. Office of the Press Secretary
‘ June 20, 2007

Message to the Senate ef the United States

B Fact Sheet: Advancing Stem Cell ReSearch While Respecting Moral

Boundaries - ;
& Executive Order: Expanqu Approved Stem Cell Lines in Ethically - White Hvouse News

Responsible Ways

TO THE SENATE OF THE UNITED STATES:
I @m returning herewith without my approval S. 5, the "Stem Cell Research Enhancement Act of 2007."

Once-again, the Congress has sent me legislation that would compel American taxpayers, for the first time in our
history, to support the deliberate destruction of human embryos.

In 2001, | announced a policy to advance stem cell research in a way that is ambitious, ethical, and effective. |
became the first President to make Federal funds available for embryonic stem cell research, and my policy did
this in' ways that would not encourage the destruction of embryos. Since then, my Administration has made more
than $130 million ‘available for research on stem cell lines derived from embryos that had already been destroyed.
We have also provided more than $3 billion for research on all forms of stem cells, including those from adult and
other non- embryonlc sources.

This careful approach is producing results. It has contributed to proven therapeutic treatments in thousands of
patients with many different diseases. And it is opening the prospect of new discoveries that could transform lives.
_ Researchers are now developing promising new techniques. that offer the potential to produce pluripotent stem
cells, without having to destroy human life -- for example by reprogramming adult cells to make them function like
stem cells

Technical innovation in this difficult area is opening up new possibilities for progress without conflict or ethical
controversy. Researchers pursuing these kinds of ethically responsible advances deserve support, and there is
legislation in the Congress to give them that support. Bills supporting alternative research methods achieved
majority support last year in both the House and the Senate. Earlier this spring another

bill supporting alternative research won overwhelming majority support in the Senate, and | call on House leaders
to pass similar legislation that would authorize additional funds for ethical stem cell research. We cannot lose the
opportunity to conduct research that would give hope to those suffering from terrible diseases and help move our
Nation beyond the controversies over embryo destruction. | invite policymakers and scientists to come together to
solve medical problems without compromising either the high aims of science or the sanctity of human life. -

S. 5, like the bill | vetoed last year, would overturn today's carefully balanced policy on stem cell research.
Compelling American taxpayers to support the deliberate destruction

of human embryos would be a grave mistake. | will not aIIow our Nation to cross this moral line. For that reason, |
must veto this bill.

GEORGE W. BUSH
THE WHITE HOUSE,

June 20, 2007.

http://www.whitehouse.gov/news/releases/2007/06/pfint/20070620-5;htrnl ‘ 6/20/2007
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FREGIDENT
GECRGE W BUSH

For Immediate Release
Office of the Press Secretary
June 20, 2007

Executive Order: Expanding Approved Stem Cell Lines in Ethically Responsible Ways

[ Message to the Senate of the United States
[l Fact Sheet; Advancing Stem Cell Research While Respecting Moral
Boundaries

3 White House Nvews

By the authority vested in me as President by the Constitution and the laws of the UnitedStates of America,
and to provide leadership with respect to research on pluripotent stem cells derived by ethically responsible
techniques so that the potential of pluripotent stem cells can be explored without violating human dignity or
demeaning human life, it is hereby ordered as follows:

Section 1. Research on Alternative Sources of Pluripotent Stem Celis. (a) The Secretary of Health and Human
Services (Secretary) shall conduct and support research on the isolation, derivation, production, and testing of
stem cells that are capable of producing all oralmost allof the cell types of the developing body and may result in
improved understanding of or treatments for diseases and other adverse health conditions, butare derived without
creating a human embryo for research purposes or destroying, discarding, orsubjecting to harm a human embryo
or fetus.

(b) Within 90days of this order, the Secretary, after such consultation with the Director of the National
Institutes of Health (Director), shall issue a plan, including such mechanisms as requests for proposals, requests
for applications, program announcements and other appropriate means, to implement subsection(a) of this
- section, that:

(i) specifies and reflects adetermination of the extent to which specific techniques may require additional
basic or animal research to ensure that any research involving human cells using these techniques is clearly
consistent with the standards established under thls order and applicable law;

(i) prioritizes research with the greatest potential forclinical benefit;

‘(iii) takes into account techniques outlined by the President's Council on Bioethics, and any other appropriate
techniques and research, provided they clearly meet the standard set forth in subsection(a) of this section;

' (iv) renames the "Human Embryonic Stem Cell Registry” the"Human Pluripotent Stem Cell Registry;" and

(v) adds to the registry new human pluripotent stem celllines that clearly meet the standard set forth in
subsection (a) of this section.

(c) Not later than December 31 of each year, the Secretary shall report to the President on the activities carried
out under this order during the past fiscal year, including a description of the research carried out or supported by
the Department of Health and Human Services, including the National Institutes of Health, and other
developments in the science of pluripotent stem cells not derived from human embryos.

Sec. 2. Policy. The activities undertaken and supported by and under the direction of the Secretary shall be
clearly consistent with the following policies and principles:

(a) the purposes of this order are (i) to direct the Department of Health and Human Services, including the
National Institutes of Health, to intensify peer reviewed research that may result in improved understanding
ofortreatments for diseases and other adverse health conditions, and (ii) to promote the derivation of human pluri-
potent stem cell lines fromavariety of alternative sources while clearly meeting thestandard set forth insection 1(a).

http://www.whitehouse.gov/news/releases/2007/ 06/print/20070620-6.html 6/20/2007
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of this order;

(b) it is critical to establish moral and ethical boundaries to allow the Nation to move forward vigorously
withmedical research, while also maintaining the highest ethical standards and respecting human life and human
dignity; , '

(c) the destruction of nascent life for research violates the principle that no life should be used as a mere
means for achieving the medical benefit of another;

(d) human embryos and fetuses, as living members of thehuman species, are not raw materials to be explmted
orcommodities to be bought and sold; and

(e) the Federal Government has a duty to exercise responsible stewardshlp of taxpayer funds, both supporting
important medical research and respecting ethical and moral boundaries.

Sec. 3. lnterpretation of this Order. (a) For purposes of this brder, the term "human embryo” shall mean
anyorganism, not protected as a human subject under 45 CFR 46 as of the dateof this order, that is derived by
~ fertilization, parthenogeneSIS cloning, or any other means from one or more human gametes or human diploid
cells.

(b) For purposes of this order, the term "subjecting to harm a human embryo" shall mean subjecting such an
embryo to risk of injury or death greater than that allowed for research on fetuses in utero under 45CFR 46.204(b)
and section498(b) ofthe Public Health Service Act (42U.5.C. 289g(b)) as of the date of this order.

(c) Nothing in this order shall be construed to affect anypolicy, guideline; or regulation regarding embryonic
stem cell research, human cloning by somatic cell nuclear transfer, or any other research not specifically
authorized by this order, or toforbid the use of existing stem cell lines deemed eligible forother federaily funded
research in accordance with the presidential policy deasnon of August9, 2001, for research specifically authorized
by this order.

Sec. 4. General Provisions. (a) This order shall be implemented consistent with applicable law and subject to
the availability of appropriations. .

(b) This order is not intended to, and does not, create any right, benefit, or privilege, substantive or procedural,
enforceable atlaw or in equity, by any party against the UmtedStates itsdepartments, agencies, or entities, its
officers, employees, or agents, or any other person.

GEORGE W. BUSH
THE WHITE HOUSE,
June 20, 2007.

HEH

Return to this article at:
http://www. whltehouse qov/news/releases/2007/06/20070620 6.html
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Zinsmeister, Karl

From: Papagianié, Christopher C.

Sent: Wednesday, June 20, 2007 3:38 - PM
To: Troy, Tevi D.; Zinsmeister, Karl

Cc: Stefanik, Elise M.

Subject: FW: NRLC praises Bush veto and executive order on stem cell research

National Right to Life Commends President Bush
for Executive Order and Veto, Advancing Research While Respecting Human
Life

The following statement was released by the National Right to Life Committee (NRLC) in
Washington, D.C., on Wednesday, June 20, 2007, at 3 PM EDT. For further mformatlon
send an e-mail to Leqfederal@aol com or call 202-626-8820.

WASHINGTON (June 20, 2007) -- The National Right to Life Committee (NRLC) today
expressed strong approval of President Bush's veto of legislation (S. 5) that would
mandate federal funding of the type of stem cell research that requires the killing of
human embryos. NRLC also commended the President for issuing an executive order
to promote more federal funding for promising types of stem cell research that do not
require harming human embryos.

On June 7, House Speaker Nancy Pelosi (D-Ca.) said that “science has taken us to a
place that is biblical in its power to cure -- and that is the embryonic stem cell
research.” NRLC Legislative Director Douglas Johnson commented, "Since not a smgle
human bemg has benefited from any procedure using embryonic stem cells, Pelosi's
statement is yet another demonstration that the congressional Democratic leadership is
more interested in demagoguery than in supporting the most promising types of stem
cell research, which do not require killing human embryos."

A close vote is expected in the Senate on whether to override the veto, which would
require the votes of two-thirds of the sworn senators who are present and voting. If the
Senate votes to override, S. 5 would return to the House of Representatives. The House
has already voted on the issue twice this year -- on January 11 (253-174, on passage of
H.R. 3, which is very similar to S. 5), and on June 7 (247-176, on passage of S. 5). There
were different absentees on each occasion, but every House member voted on at least
one of those two occasions, and if all House members had voted on June 7, the margin -
of passage would have been 35 votes short of a two-thirds margin. Contrary to some
claims by Congresswoman Diana DeGette (D-Co.), there was no movement in either
direction between the January and June roll calls.

According to a ‘report in Roll Call (June 20), Senators Tom Harkin (D-lowa) and Arlen

~ Specter (R-Pa.) also intend to insert language in the appropriations bill for the
Department of Health and Human Services, which they proclaim as a "compromise,” but

6/20/2007
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- which in reality would overturn the President's policy. NRLC's Johnson commented,
"Such grandstanding won't overturn the President's pro-life policy, but it could result in
the entire approprlatlons bill being vetoed.” Indeed, the Roll Call article reports, "But
one Senate Democratic source said the addition of the stem-cell provision will help
divert attention from the price tag of the bill, which is expected to be far more expensive
than the president requested.”

On May 3, President Bush sent Senate Majority Leader Harry Reid (D-Nv.) and House
Speaker Pelosi letters in which he said, "l will veto any legislation that weakens current
Federal policies and laws on abortion, or that encourages the destruction of human life
at any stage."” More than one-third of the members of the House have signed a letter to
the President, pledging that they will vote to sustain such vetoes. To view or download
these letters, go to http://www.nric.org/press_releases_new/Release050307.html

To read NRLC's April 2 letter to House members in opposition to S. 5, go to:
http://www.nric.org/killing_embryos/NRLCLettertoSenateS5andS30.html

To read a recent essay from National Review Online highlighting examples of widely
disseminated misinformation about embryonic stem cell research, click here.

For more information on human embryo research, human cloning, human fetus farming,'
and related issues, see: http://www.nrlc.org/killing_embryos/index.html and
http://www.stemcellresearch.org/ :

If you do not wish to receive occasional updates from NRLC on issues such as this,
simply REPLY to this e-mail with the word REMOVE in the body of your reply. Thank
you. _

See what's free at AOL.com.

6/20/2007



II.

II.

_ THE WHITE HOUSE
- WASHINGTON

REMARKS ON EMBRYONIC STEM CELL RESEARCH
Wednesday, June 20, 2007
2:25 p.m. —2:55 p.m.
, East Room
Karl Rove / Candida Wolff / Karl Zinsmeister
PURPOSE

To deliver remarks on your reasons for vetoing S. 5, which would encourage the

- destruction of embryos for research and to outline recent advances in alternative stem cell

therapies.

BACKGROUND

Your remarks follow your meeting with experts on embryonic stem cell research.

" PARTICIPANTS

Administration Officials

- Secretary Mike Leavitt, Department of Health and Human Services . ,
~Admiral John Agwunobi, Assistant Secretary, Department of Health and Human Services

Members of Congress

Senator Norm Coleman (R, MN)

Senator Saxby Chambliss (R, GA)

Senator Johnny Isakson (R, GA)

Minority Leader John Boehner (R, OH-08)
Congressman Chris Smith (R, NJ-04)
Congressman Roscoe Bartlett (R, MD-06)

Congressman Dave Weldon (R, FL-15)
" Congressman Joe Pitts (R, PA-16)

Congressman Randy Forbes (R, VA-04)

" Congressman Mike Pence (R, IN-06)

Congressman Trent Franks (R, AZ-02)

Congressman Phil Gingrey (R, GA-11)

Congresswoman Marsha Blackburn (R, TN-07), and daughter Mary Morgan Ketchel
Congressman Charles Boustany (R, LA-07)

Congressman Jeff Fortenberry (R, NE-01), and wife Celeste Gregory

Congressman Dan Lungren (R CA- 03) ' :



Stage Participants '

Carol Franz, Stem Cell Patient; Retired; Former Employee, IBM Corporatlon (Oswego,
New York)

Dr. Bill Hurlbut, Professor of Neurology, Stanford Medical Center; Member, President's
Council on Bioethics (Stanford, California)

Note: Dr. Hurlbut will participate in the meeting on embryonic stem cells in the Oval

. Office prior to your remarks.-

Dr. Don Landry, Professor of Medicine, Columbia University Department of Medicine;
Director, Division of Nephrology, Columbia University Department of Medicine;
Director, Division of Clinical Pharmacology & Experimental Therapeutics, Columbia
University Department of Medicine (New York, New York) 7

Note: Dr. Landry will participate in the meeting on embryonic stem cells in the Oval

Office prior to your remarks.

Kaitlyne [Kate-Lynn] McNamara (age 18), Stem Cell Patient, and father Mlke mother

Tracy, and brother Ian (age 16) (Middletown, Connecticut)

White House Staff Attending

Tony Snow, Press Secretary

Karl Zinsmeister, Assistant to the President for Domestic Policy

Jay Hein, Deputy Assistant to the Premdent and Director of the Office of Faith-Based
Community Initiatives ' :

Working Contacts
Matt Shilling, Associate Director, Ofﬁce of Public Liaison
Elise Stefanik, Executive Assistant, Domestic Policy Council

IV.  PRESS PLAN

Open

V. SEQUENCE OF EVENTS
* You arrive into the Blue Room and are met by Carol Franz and Kaitlyne, Mike, Tracy,
and Ian McNamara (2 clicks).
Note: The greeters will be escorted onto the stage with Dr. Hurlbut and Dr. Landry
e You are announced into the East Room and proceed to the podium.
e You deliver remarks. '
~_ e Upon conclusion of your remarks, you depart. ~

VI.  REMARKS

Provided by Speechwriting

VI. ATTACHMENT

Background Information of Stage Participants



BACKGROUND INFORMATION ON STAGE PARTICIPANTS

McNamara Family (Middletown, Connecticut)
Kaitlyne [Kate-Lynn], stem cell patient (18 years)
Tracy, mother

Mike, father

Ian, brother (age 16)

Kaitlyne McNamara was born with spina bifida, as well as a diseased bladder. She failed all
medical therapy and her kidneys were at risk of failing (due to her high bladder pressures).

* Doctors took a small piece of her bladder, less than half the size of a postage stamp, isolated her
bladder-specific normal stem cells, expanded their number, and then used them to cover a
bladder-shaped mold in the laboratory. The cells formed new bladder tissue that was then
implanted back into Kaitlyne. The organ was made with her own cells, so there was no rejection.
She is now benefiting from her new bladder and her kidneys are no longer at risk. Kaitlyne, 18,
will be joined on stage by her parents and her 16-year-old brother.

Carol Franz, Stem Cell Patient; Retired; Former Employee, IBM Corporation (Oswego, New
York) ' '

In December 2002, Carol was diagnosed with an aggressive form of multiple myeloma cancer.

After six months of chemotherapy, Carol received an adult stem cell transplant from the cells in

her own blood stream. After her transplant, Carol’s immune system strengthened significantly

and for three years, she was cancer free. In May 2006, Carol learned that the cancer had returned

and she underwent additional treatment, including another adult stem cell transplant. Today, her

cancer is once again in full remission. Carol has done numerous press interviews and has

- traveled the country to share her story

Dr. Bill Hurlbut, Professor of Neurology, Stanford Medical Center; Member, President's Council
on Bioethics (Stanford, California) ‘ N

Dr. Hurlbut’s main areas of interest involve the ethical issues associated with advancing

biotechnology and neuroscience, and the integration of philosophy of biology with theology. He

has served on your Council on Bioethics since 2002. He is the author of Altered Nuclear

Transfer, a proposed technological solution to the moral controversy over embryonic stem cell

research. This proposal would utilize the power of reprogramming and/or gene addition or

deletion in combination with basic nuclear transfer technology to directly produce plurlpotent

stem cells without generating and subsequently destroying embryos.

Note: Dr. Hurlbut will participate in the meeting on embryonic stem cells prior to your remarks.

Dr. Don Landry, Professor of Medicine, Columbia University Department of Medicine;
Director, Division of Nephrology, Columbia University Department of Medicine; Director,
Division of Clinical Pharmacology & Experimental Therapeutics, Columbia University
Department of Medicine (New York, New York)

Dr. Landry has worked as a NIH Physician-Scientist and his subspecralty training is in

- Nephrology. In 1991, he established a laboratory at Columbia University to investigate medical

applications of artificial enzymes. His laboratory in Experimental Therapeutics focuses on

organic chemical solutions to intractable medical problems. Dr. Landry is one of the co-authors
of a research project that proposes to use and apply the ethical framework for obtaining essential
organs from deceased persons for transplantatlon to the harvesting of live stem cells from “dead

- human embryos.” _

Note: Dr. Landry will participate in the meeting on embryonic stem cells prior to your remarks.
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Advancmg Stem CeII Research While Respectlng Moral Boundaries
President Bush Takes Action To Support Ethical Research, Vetoes Bill Overturning Balanced Stem Cell Policy

Today, President Bush Signed An Executive Order To Strengthen Our Nation's Commitment To Research On
Pluripotent Stem Cells. Scientists have recently shown they have the ingenuity and skill to pursue the potential benefits of
pluripotent stem cell research — research on cells that have the potential to develop into nearly all the cell types and tissues
in the body ~ without endangering human life in the process. By expanding support for non-destructive research methods,
this Executive Order will make it more likely that these exciting advances continue to unfold.

> President Bush Also Vetoed A Bill That Would Overturn His Careful, Ethical Approach To Stem Cell Research. - -
If this legislation became law, it would compel American taxpayers — for the first time in our history — to support the
deliberate destruction of human embryos. The President has made it clear to Congress and the American people that
he will not allow the Nation to cross this moral line.

In August 2001, President Bush Announced A Policy To Advancé Stem Cell Research In A Way That Is Ambitious,
Ethical, And Effective. President Bush was the first president to make Federal funds available for human embryonlc stem
cell research = and his policy did this in ways that would not encourage the destruction of embryos.

> The President Believes We Must Pursue The Possibilities Of Science In A Manner That Respects Human
Dignity And Upholds Our Moral Values. Destroying human life in the hopes of saving human life is not ethical, and it
is'not the only option before us. Technical |nnovat|on in this difficult area |s openlng up new possibilities for progress
without conflict or ethical controversy.-

_The President's Careful Approach Is Producing Results. Since 2001, the Administration has made $130 million
dollars available for research on stem cell lines derived from embryos that had already been destroyed before the
President's policy was announced. It has also provided more than $3 billion in Federal funding for research on all forms of
stem cells, including those from adult and other non-embryonic sources. This funding has contributed to proven
therapeutic treatments in thousands of patients with many different diseases, and it is opening the prospect of new
treatments and cures that could transform countless lives.

Recent Scientific Breakthroughs Are Showing Stem Cell Science Can Progress While Respecting Moral Boundaries

| There Have Been Advances In Therapies That Use Stem Cells Drawn From Adults, Ch||dren And The Blood From
} Umbilical Cords — With No Harm To The Donor.

| Researchers Are Now Developing Promising New Techniques That Offer The Potentlal To Produce Plurlpotent
| Stem Cells — Without Having To Destroy Human Life. :
¢ This month, several new studies showed the potential of reprogramming aduit ceIIs such as skin cells, to make
them function like embryonic stem cells:
 InJanuary 2007, scientists discovered that cells extracted from amniotic fluid and placentas could also provide
- stem cells that seem to do what embryomc stem cells can - without creating or destroying embryos.

The Administration Is Taking Immediate Action To Increase Our Support For These Researchers In Their Vital Work

Today, President Bush Issued An Executive Order To Strengthen Our Nation's Commitment To Research On
Pluripotent Stem Cells. The Order:
¢  Directs the Department of Health and Human Serwces and the National Institutes of Health to ensure that any
human pluripotent stem cell lines produced in ways that do not create, destroy, or harm human embryos W|II be
eligible for Federal funding.

6/20/07




Expands the NIH's Embryonic Stem Cell registry to include all types of ethically produced human pluripotent stem

cells.
Renames the registry the Pluripotent Stem Cell Registry — so that it reflects what the stem cells can do, instead of

where they come from.
Invites scientists to work with the NIH, so we can add new ethically derived stem cell lines to the list of those eligible

for Federal funding.

President Bush Calls On Congress To Pass Legislation That Would Authorize Additional Funds For Ethical Stem
Cell Research So He Can Sign It Into Law. The Senate recently passed a bill that would authorize additional Federal
funding for alternative stem cell research, and the President calls on the House to pass similar legislation.

6/20/07
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Oregon scientist reports first ES cells from cloned primate embryos

By Natalie DeWitt and Monya Baker

The Niche-blog hosted by Nature Reports Stem Cells
http://blogs.nature.com/reports/theniche/2007/06/oregon_scientist_reports_first.html

Monkey embryonic stem cells have, for the first time, been created through somatic cell
nuclear transfer (SCNT). All attempts to make human embryonic stem cells through
nuclear transfer so far have failed, but Jamie Thomson got the recipe for human
embryonic stem cells by first doing so in monkeys, so researchers will likely be going to
Shoukhrat Mitalipov of Oregon National Primate Research Center for advice. Mitalipov
made his announcement Monday at the International Society for Stem Cell Research in
Cairns, Australia, in a special add-on presentation . This finding represents a proof of
principle that therapeutic cloning to create patient-specific ES cell lines could work in
primates.

Mitalipov and his colleagues used a classic nuclear transfer procedure, where a somatic
cell nucleus (in this case form a skin biopsy from a ten year old adult rhesus monkey),
was inserted into an enucleated egg. The egg was prodded to start dividing, and
developed into a blastocyst (a hollow ball consisting of a few hundred cells). Then -
Mitalipov teased out the cells of the inner cell mass, a thickening in the ball that would
have eventually formed the embryo proper if left undisturbed. Once they placed the cells
into a culture dish, the cells began to divide, forming the world's first cloned primate ES
- cells. : '

The Oregon scientists isolated two separate monkey ES cell lines from 20 blastocysts,
and went on to show that the ES cells showed the genetic hallmarks of a true cloned cell
line, containing the mitochondrial DNA of the egg and the nuclear DNA of the somatic
donor cell (which in this case was a male, making it easier to rule out the possibility that
it was a parthenote.) The cells behaved like ES cells are supposed to do-- self renewing,
differentiating into cardiac and neuronal lineages in vitro, and forming teratomas after
injection into mice testes.

Mitalipov attributes his success to avoiding the use of a DNA stain to visualize the
nucleus of the oocyte during its removal. Instead he combined microscopy with a
visualization software that allowed him to see and remove the nucleus. The presumption
is that this technique leaves some reprogramming factors in the egg undamaged, allowing
them to transform the nucleus of a specialized cell.

"This is the first time this has been done in primates. It's something we've been looking
for," said Alan Trounson of Monash University, adding that the data have not yet been

published and the work not replicated and advising due caution. -

Posted by Natalie DeWitt on June 18, 2007
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SS/ RM NO.
WHITE HOUSE STAFFING MEMORANDUM

Date: 6/18/07 7:00 P.M.  ACTION/ CONCURRENCE / COMMENT DUE BY: 6/19/07 10:00 A.M.

Subject: C-LOSE HOLD - REMARKS ON STEM CELL VETO AND EXECUTIVE ORDER

| FYI
VICE PRESIDENT ROVE [0
BOLTEN SNOW L]
BARTLETT  SULLIVAN, []
‘CONNAUGHTON TOWNSEND []
FIELDING WOLFF . o
HADLEY WRIGHT O
HAGIN  YANES [
HUBBARD ZINSMEISTER [
KAPLAN CLERK [] ]
LAZEAR mj ]
MARBURGER ] ]
MCBRIDE N O
MCGURN [ L]
PORTMAN ] O]

REMARKS: ' :

PLEASE FORWARD COMMENTS DIRECTLY TO MELISSA CARSON, EXT. 6-2180 / FAX 6-2983, BY
TUESDAY, JUNE 19,2007, AT 10:00 A.M., WITH A COPY TO THE STAFF SECRETARY. THANK
- YOU. ’ ' _ : .

RESPONSE:

(v

Assistant to the President
and Staff Secretary
Ext. 62702
FAX Ext. 62215
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