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NIH INVESTMENT IN RESEARCH AND RESEARCH TRAININGG ho
' PROGRAMS RELATED TO MINORITIES " N )<
’ MineniY

The NIH inves tment in research and research tralnlng prog iz; &%é}vlﬁELA

related to the minority populations in the U.S. is about
billion. Of thkis, abouyt $115 million supports research training
in the preparation of minorities for careers in biomedical
research. Examples are: 1) the Minority Access to Research
Careers Program for undergraduate student training in research
and minority and predoctoral faculty fellowships; 2) the Bridges
to the Future Program for students to make the transition from
two-year to four-year colleges and from Master’s degree granting
to doctoral degree granting programs; 3) support for minority
high school, college, graduate and postdoctoral students by
supplemental funds to regular research grants; and 4) a program
within NIH for loan repayment scholarship funds for
undergraduate, graduate and medical students, as well as
postdoctoral trainees studying AIDS.

Support for research activities performed by minority
investigators and their students totals about $136 million.

YUnder the Minority Biomedical Research Program, research is
performed by faculty and students at academic institutions having
a significant number of minority students [Historically Black
Colleges and Universities (HBCUs); Hispanic Serving Institutions
(HSIs) having an enrollment of at least 25% Hispanic students;
and institutions in inner cities and some other geographic areas
in which a large number of minority students are enrolled].

Support for Research Centers at Minority Institutions is about
$32 million and includes special funds for construction at these
institutions. The total funds provided to HBCUs will be about
586 million and to HSIg about $692 million in FY1998.

Funds for research related to diseases or conditions that
inordinately affect the minority populations of this country are
provided by the Institutes and Centers and total over $2 billion.
These funds are particularly directed to studies of breast,
prostate and lung cancer, cardiovascular disease, hypertension,
diabetes, stroke, sickle cell disease, sudden infant death
syndrome and infant mortality.

The Office of Research on Minority Health serves as a focus of
coordination of the activities of all the NIH Institutes and
Centers and is described in the attached Fact Sheet. The Office
is responsible for the Minority Health Initiative, which provides
about $70 million a year for projects supported by the Institutes
and Centers. These include perinatal studies and interventions
to improve infant mortality rates, the effects of alcohol on the
fetus, adolescent alcohol use, lead poisoning in children,
research on HIV infection in adolescents, studies of asthma in
minority children, auditory and visual impairments in minority
children, and many others.

The NIH is committed to ensuring that all Americans have equal
access to good health and that all scientists have the
opportunities to compete fairly for research funds.

PHOTOCOP ;
PRES EHVATlgN April 1998
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The President has been invited to participate in the ground breaking ceremony for the new Clinical
Research Center (CRC) (state-of-the-art research hospital) on the campus of the National
Institutes of Health (NIH) in Bethesda, Maryland. This new building, by an act of Congress, is to
be called the Mark O. Hatfield Clinical Research Center, in honor of Senator Hatfield, who served
for 30 years in the Senate and as Chairman of the Committee on Appropriations for 8 years.

- The Messages
" This is an opportunity for the President to
. Take credit for initiating construction of this building, which symbolizes the Clinton
Administration’s investment in the future and its commitment to improving the health of
the Nation.
. Underline the Administration’s promise to provide quality health care for all Americans.

Medical research involving patients, conducted in this building, will pave the way for
treatments'and cures for patients everywhere.

. Cite an activity of the Federal government-- investment in medical research-- that has bi-
partisan, enthusiastic support in the Congress and is overwhelmingly popular with the
American public (as shown by regional and National surveys).

. Point out that while government is downsizing, this new building is symbolic of what the
public wants from government and. the Clinton Administration is providing--a means of
developing treatments and cures for devastating diseases.

-+ ' Remind the public that the long-term support of NIH (including by this Administration)
has brought advance after advance in the laboratory that are ready to be translated--in this
. new building--into better diagnosis, treatment and even cures for difficult and dreaded
- diseases. The new building will speed translation of discoveries from the laboratory to the
patient.

J Make the point that medical research has progressed at an unprecedented rate in the past
decade. We are now on the brink of applying these advances to treat and cure a host of
diseases from arthritis to childhood cancer and heart disease to diabetes.

[he Photo Opportunity _

At the ceremony, the President could meet patients with Alzheimer’s disease, genetic disorders,
AIDS, cancer, and other diseases who are participating in NIH studies. These patients (as
described in the attached Washingtonian magazine) come from all across the country to seek help
‘and participate in research (thereby helping countless others):. ‘

‘The agenda will include a former patient who will talk about how NIH ( and its clinical research)
brings hope to individuals who volunteer to participate in the research and to sick people
everywhere.

The first two rows of the audience for the event will include patients--especially children and
young adults--from around the country.

September 30, 1997



s

‘Dr. Harold Shaplro

“Chair . .

" National: BlOetthS Adv1sory Commission
Sulte 3C01 .

-7 6100 Executlve Boulevard

'xfThls.week’s report of. theﬂcreatlon of an” embryonl”fstem cell’ that .
»'1s part human*and part cow raisés” the ‘mostserious- of éthical, ! )
' bam deeply troubled by thls news ofv S



http:iss"!le.d,:."~a)jc:.fi

AT A RIRNT A I AT WIANS

. ”»

‘related fracture

women do not know the

n fact, si

Prelubes £

| Twenty-ﬁve mllllon Amerlcans have osteoporosns -- 80% are women

One out oftwo women over the age of 50 Wl“ have an osteoporoms- '
uring her llfetlme :

itent killer” because many
il they have a broken bone.

Osteoporosns is frequently c' |

y percent of women over the age' £45 are‘nolt fami‘liar with a

dlsease called osteoporosis.

N

a DIABETES

16 mlllmn Amerleans have dlabetes More than one-thlrd have not been |
o dnagnosed There are 800 000 new cases of dlabetes diagnosed every |

year.

| E Nearly 20 percent of Americans over the age of 65 have dlabetes (6. 3
| mllhon) (6 3 million and over 3 million have been dlagnosed)

People w1th dlabetes are more hkely to suffer from heart dlsease, high

“blood pressure, and strokes. People with diabetes are 2 to 4 times more

likely to suffer from cardiovascular disease, and 2 to 4 times more at risk for |
a stroke. ngh blood pressure affects nearly two- thlrds of people with -
diabetes. -~ . : ; ' |

ADlabetes is the leadlng cause of end-stage renal dlsease (ERSD), non-
~~ traumatic amputations, and blindness. Diabetes accounts for 36 percent A
~ of new ERSD cases (kidney disease) -- abeut 20,000 cases each year. In* -

addition, 54,000 amputations are performed on diabetics each year and up to

o . 24 000 adu!ts are blmded each year from dnabetes




. It is estimated that we spend $92 billion per year on diabetes care. Of
the total, costs directly attributable to diabetes total $45 billion, while
indirect medrcal costs, such as work loss, dlsabrhty, and premature death

- total $47 billion. :

Medicare pays for ERSD for the non- elderly populatlon as well. About
20,000 Americans develop this disease through diabetes each year, and .
Medicare expenditures on kidney d1a1y51s for each of these people averages
nearly $40,000 annually.
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List of Speakers

Sandy Puczynski

- Her daughter, Mic_helle,‘ is 13 and has diabetes. Michelle.has'beén faced with many hardships -

due to the disease, including numerous injections and fingerstick blood tests, a structured meal
plan, and constant fear of persistent high blood sugar levels which could lead to death. She is
thankful for the commitment by the President towards a research 1n1t1at1ve that would hopefully
find a cure for diabetes.

Mrs. Mary Delaney |

She is an elderly, African-American woman that has a history of diabetes in her family and
sufférs from the disease. She cannot afford many of the treatments and medicine she needs in
order to combat diabetes. She thanks the President for the Medicare benefit that will help older
Americans get the health care they need to manage diabetes.

Chief Joyce Dugan

She is the Chief of the Eastern Band of Cherokee Indians. She is concerned with the way
diabetes has become an epidemic in Native American communities recently. She is thankful for
the education and prevention initiatives, in the form of a Dialysis Center and Wellness Center for
her community, and for the establishment of a special diabetes program for Native Americans.

PRVY

. Other VIPS Meeting with POTUS
W oooM NEIVE |
Stephen J. Satalino, Chair of the American Diabetics Association

Beren

Mary Tyler Moore; the Juvenile Diabetes Foundation International's International Chairman
Other Validators
Dr. Richard Kahn, Medical Dlrector of the American Diabetic Assoc1at10n
703-299- 2065
Dr. Philip Gorden, Head of the National Institute of Diabetes and Digestive and Kidn;iy
Diseases

301-496-5877

Eric Schutt, Juvenile Diabetes Foundation
202-371-9746

;,_' | D\P/\/loj ({)Mau\ g’qe,é\_y



 MILLER & CHEVALIER

CHARTERED

655 FIFTEENTH STREET. N.wW., SUITE 800
WASHINGTON, D.C. 20005-5701
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CLARENCE T. KIPPS, JR.
(202) 626-5840 September 19, 1997
CKIPPS@MILCHEV.COM

HAND DELIVERED

Mr. Christopher C. Jennings

Special Assistant to the President for Health Policy
Office of Policy Development

212 R Old Executive Office Building

1600 Pennsylvania Avenue, N.W.

Washington, D.C. 20500

Re:  Increased Funding for Parkinson's Reseérch in the Senate Labor,
HHS, and Education Appropriation

Dear Mr. J énnings:

Pursuant to our March meeting with Dr. James Bennett, Jr., Dr. Curt Freed, Ms. Joan
Samuelson, and Mr. Paul Smedberg, I promised to update you on our progress towards seeking
increased funding for Parkinson’s research. Due in large part to the valiant efforts of the
dedicated Parkinson’s grassroots organizations, the Senate Labor, HHS, and Education
Appropriation (as passed on September 11, 1997) contains a $100 million appropriation for
increased funding for Parkinson’s research.

With the approaching passage of the House’s version of the HHS Appropriation, the
Parkinson’s community is seeking the President’s support for retention of the Senate funding
provision in conference. I have attached a copy of the Senate Appropriation language for your
review. If there is any additional information that I can provide you, please do not hesitate to
give me a call. My number is 202-626-5840.

Pursuant to your earlier advice, I am simultaneously sending a letter to OMB’s Acting
Associate Director for Health Care, Joshua Gotbaum. On behalf of the nearly one million
Americans that suffer from this disorder, I would like to express their gratitude for your time

and your concern.

Sincerely,

—
C(m / /&" }_
Clarence T. Kipps, Jr.

Attachments
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Mr. Christopher C. Jennings
September 19, 1997
Page 2

cc: Mr. Daniel C. Tate, Jr.
Dr. Dr. James Bennett, Jr.
Dr. Curt Freed
Ms. Joan Samuelson
Mr. Paul Smedburg
Ms. Angela Barbee Styles
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AMENDMENT NO. A . Calendar No.

Purpose: To provide for the establishment of a program
for research and training with respect to Parkinson’s
. disease. ‘

IN THE SENATE OF THE UNITED STATES--105th Cong., 1st Sess.

Making appropriations for the Departments of Labor, Health
and Human Services, and Eduecation, and related agen-
cies for the fiscal year ending September 30, 1998,
and for other purposes.

Referred to the Committee on
and ordered to be printed : ,
‘ Ordered to lie on the table and to be pﬁnted Q)\\\V‘;ﬂ
AMENDMENT intended to be proposed by Mr. WELLSTONE '
(for himself and Mr. McCAIN) 3. .«?D'O“\ S’ BU‘ o N ‘ {Xd) |
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1 At the appropriate place, ipsert f‘he following: m GSkx( Leco o,
2 SEC.___. PARKINSON'S DISEASE RESEARCH. Seatdt
3 (2) SHORT TITLE.—This section may be cited as the " SChwsen,
4 “Morris K. Udall Parkinson’s Research Aét of 1997".
5 (b) FINDING AND PURPOSE.—f
6 (1) FINDING.——Congress finds that to take full
g 7 advantage of the tremendous potential for finding a
f 8 cure or effective treatment, the Federal investment
: 9 in Parkinson’s must' be expanded, as well as the co-
B
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ordination strengthened among the National Insti-

tutes of Health research institutes.

(2) PURPOSE.—It is the purpose of this section
to provide for the expansion and coordination of re-
search regarding Parkinson’s, and to improve care
and assistance for afflicted individuals and their
family caregivers.

(¢) PARKINSON’S RESEARCH.—Part B of title IV of

the Public Health Service Act (42 U.S.C. 284 et seq.) is
amended by adding at the end the following:

“PARKINSON’S DISEASE

“Sec. 409B. (a) IN GENERAL.—The Director of

NIH shall establish a program for the conduet and sup-
port of research and training with respect to Parkinson’s
disease (subjeét to the extent of amounts appropriated

under subsection (e)).

“(b) INTER-INSTITUTE COORDINATION.—

“(1) IN GENERAL.—The Director of NIH shall
provide for the coordination of the program estab-
lished under subseétion (a) among all of the national
research institutes conducting Parkinson’s research.

“(2) CONFERENCE.—Coordination under para-
graph (1) shall include the convening of a research
planning conference not less frequently than once
every 2 'years. Each such conference shall prepare

and submit to the Committee on Appropriations and
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the Committee on Labor and Human Resources of
the Senate and the Committee on Appropriations
and the Committee on Commerce of the House of
Representatives a report concerning the conference.
"‘(c) MoRRIS K. UDALL RESEARCH CENTERS.—

“(1) IN GENERAL.—The Director of NIH shall
award Core Center Grants to encourage the develop-
ment of innovative multidisciplinary research and
provide training concerning Parkinson’s. The Direc-
tor shall award not more than 10 Core Center
Grants and designate each center funded under such
grants as a Morris K. Udall Center for Research on
Parkinson’s Disease.

“(2) REQUIREMENTS.—

“(A) IN GENERAL.—With respect to Par-
kinson's, each center assisted under this sub-
section shall—

- “(i) use the facilities of a single insti-
tution or a consortium of cooperating insti-
tutions, and meet such qualifications as
may be prescribed by the Director of the
NIH; and

“(ii) conduct basic and clinical re-

search.
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i! 6 1 “(B) DISCRETIONARY REQUIREMENTS.—
1 2 With respect to Parkinson’s, each center as-
1! 3 sisted under this subsection may—

| 4 “(i) conduct training programs for
| 5 scientists .and health professionals;

!f 6 “(i1) conduct programs to provide in-
l 7 formation and continuing education to
; 8 health professionals;

i 9 “(iii) conduct programs for the dis-
g 10 semination of information to the public;

' 11 “(iv) separately or in collaboration
; 12 | with other centers, establish a nationwide
a 13 data system derived from patient popu-
: 14 ~ lations with Parkinson’s, and where pos-
| 15 sible, comparing relevant data involving
’ 16 : general populations;

; 17 “(v) sepé.ratgly or in collaboration
f 18 with other centers, esta.‘ﬁb'.sh a Parkinson’s
£ 19 Disease Information Clearinghouse to fa-
| 20 : cilitate and enhance knowledge and under-
| 21 ~ standing of Paﬂdnson’s disease; and

22 “(vi) separately or in collaboration
| 23 with other centers, establish a national

| 24 education program that fosters a national
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5

focus on Parkinson’s and the care of those

with Parkinson’s.
| “(3) STIPENDS REGARDING TRAINING PRO-
GRAMS.—A center may use funds provided under
paragraph (1) to provide stipends for scientists and
health professionals enrolled in training programs

under paragraph (2)(B). |
“(4) DURATION OF SUPPORT.—Support of a
center under this subsection may be for a period not
exceeding five years. Such period may be extended
by the Director of NIH for one or more additional
periods of not more than five years if the operations
of such center have been reviewed by an appropriate
technical and scientific peer review group established
by the Director and if such group has recommended
to the Director that such period should be extended.
“(d) MoRRIS K. UDALL AWARDS FOR EXCELLENCE
IN PARKINSON'S DISEASE RESEARCH.—The Director of
NIH shall establish a grant program to support investiga-
tors with a proven record of excellence and innovation in

Parkinson’s research and who demonstrate potential for

significant future breakthroughs in the understanding of

the pathogensis, diagnosis, and treatment of Parkinson’s.
Grants under this subsection shall be available for a period

of not to exceed 5 vears.
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1 ““(e) AUTHORIZATION OF APPROPRIATIONS.—For the

|
|

Oz!\BAI\BA.IQ? 743

|
i
| | |
2 purpose of carrying out this section) there are authorized
| 3 to be appropriated\$100,000,000 for fiscal year 1998, and

4 such sums as may b¢ necessary for each of thé fiscal years

S 1999 and 2000.
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Morris K. Udall Parkinson’s Research & Education Act of 1997

Senate Bill Number:  S.535
Principal Senate Sponsor:  Senator John McCain

Senate Co-Sponsors: 65

Facts: The Udall Parkinson’s bill was attached by amendment to the Senate Labdr, HHS
& Education Appropriation (S. 1062). The Amendment (#1074) was passed by a
recorded vote of 95 to 3. The Appropriation bill passed by a vote of 92 to 8.

House Bill Number:  H.R. 1260
Principal House Sponsor: Congressman Fred Upton
House Co-Sponsors: 251

Facts: Although majority of the members of the House of Representatives, a majority of
. the members of the House Commerce Committee (30 of 51), a majority of the
members of the House Commerce Subcommittee on Health (20 of 29) and a
majority of the members of the House Appropriations Committee (30 of 60) have
cosponsored this bill, the bill has not passed the House, nor will the bill be called
up as an amendment to the House Labor, HHS & Education Appropriation.



Parkinson’s Research Funding Facts

¢ 1 out of every 263 Americans are known to have Parkinson’s

¢ 70% of thé people afflicted with Parkinson’s are over the age of 50

¢ The Federal Government spends only $26 per patient for direct Parkinson’s research

* The Federal Government spends $1,069 per HIV/AIDS patient for
research

* The Federal Government spends $295 per Cancer patient for research

¢ The National Institutes of Health have a annual budget of more than $11 billion, but
can’t find the money to fund Parkinson’s research

* The scant $26 per Parkinson’s patient has been spread between four
different National Institutes of Health

With Adequate Funding a Cure Could Be Found Within FIVE YEARS

¢ Leading Scientists have predicted that with adequate funding, a cure is within reach in
FIVE YEARS :

¢ There is no other neurological disease about which we have so much information and
no other area in neuroscience that is as fertile.

¢ Leading Scientists agree that funding should be focused on diseases that are the
THRESHOLD of a CURE, but NIH has refused to divert money away from basic
research and has vigorously opposed efforts in Congress to earmark money for
Parkinson’s.

¢ With Adequate funding substantial new treatments could be available within TWO to
THREE YEARS.

Finding a Cure Could Save An Estimated $26 billion per year

¢. According to Dr. Ole Isacson of Harvard, Parkinson’s is estimated to cost America
$26 billion per year.

¢ According to Dr. Kurlan of the University of Rochester, even a 10% slowing of the
progression of Parkinson’s will save $327 million per year.

¢ The costs of treating Parkinson’s have significant effects on the overall costs of
MEDICARE and MEDICAID.



m WHAT IS PARKINSON’S??2?

Parkinson’s results from degeneration of cells in the brain that produce dopamine that
controls motor function of the body.

Parkinson’s starts with tremors and falling, progresses to freezing of muscles and
uncontrollable body movements, loss of memory, confusion and depressmn and
degenerates into total incapacity, including loss of speech.

1 out of every 263 Americans are known to have Parkinson’s. Widely known victims
include Rev. Billy Graham, Mo Udall, Muhammad Ali and Janet Reno. '
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HAND DELIVERED

Mr. Joshua Gotbaum

Acting Associate Director for Health Care and Personne]
Old Executive Office Building, Room 254

725 Seventeenth Street, N.W.

Washington, D.C. 20503

Re:  Increased Funding for Parkinson's Research in the Senate Labor,
HHS, and Education Appropriation

Dear Mr. Gotbaum:

In March of this year, Chris Jennings met with me and two leading Parkinson’s disease
research doctors and several active members of the Parkinson’s disease support community to
discuss the promising future for breakthroughs in Parkinson’s research. At that meeting, Mr.
Jennings recommended that I work with your office to ensure that White House stays abreast of
funding issues that effect the Parkinson’s community.

Due in large part to the valiant efforts of the dedicated Parkinson’s grassroots
organizations, the Senate Labor, HHS, and Education Appropriation (as passed on September
11, 1997) contains a $100 million appropriation for increased funding for Parkinson’s research.
With the approaching passage of the House’s version of the HHS Appropriation, the Parkinson’s
community is seeking the President’s support for retention of the Senate funding provision in
conference. [ have attached a copy of the Senate Appropriation language for your review.
Attached also are brief background statements on Parkinsons disease and the relevant

legislation.

If there is any additional information that I can provide you, please do not hesitate to
give me a call at 202-626-5840. [ am a partner at the Washington, D.C. law firm Miller &
Chevalier and am actively involved (on a pro bono basis) in the efforts of the Parkinson’s
community to increase funding for Parkinson’s research.

Sincerely,

E ; y
C&Qe T. Kipg.l—r. a-

Enclosures
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Dr. Curt Freed
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Mr. Paul Smedburg
Ms. Angela Barbee Styles
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Washington DC 20015
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1 pdcohen@alum.mit.edu y - -
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5914 !‘ {arrison 5t. NW

Washington DC 20015-1938. :

Voice: 202-686-9430
Fax: 202-6B6-9430 ,
Email: pdcohen@alum.mib.edu
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Date:  6/8/98
Time: 17:34:22
Page: 1
To: Donna, c/o Chris Jennings Office * '
Company: The White House _ National Parkinson Foundation, Inc.
Fax #: 456-5557 ‘ ' - ‘
From: Perry Cohen : Lawrence S. Hoffhei
Address: 3914 Harrison St. NW | Washngioncomsel |

Washington, DC 20015 :

. USA

Fax #: 202-686-9430 -

Voice #: 202-686-9430

Message:

In addition to Mr. Hoffheimer and myself Mr. Paul Smedberg of APDA will attend this

Wednesday's, 2 pm meeting with Mr. Jennings. Mr. Smedberg is a US citizen.

Paul C, Smedby{erg

iﬁm@!

Thank you and we look forward to seeing you then.

Perry Cohen

CLINTON LIBRARY
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S MTAN L RRARY DPHOTOCOPRY
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Steve Allen
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Dick Clark
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Dr. Sidney L. Olson
Paul F. Oreffice
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U.S. Senator Paul D. Wellstone

1250 24th Street, N.W. ¢ Suite 300 + Washington, D.C. 20037

Telephone: (202) 467-8313 « Fax: (202) 466-0585 » Internet E-mall: hoffheimer@aol.com

AN INTERNATIONAL ORGANIZATION

Lawrence 8. Hoffheimer, Esq.
Washington Counsel

Reasons for Funding the
Morris K Udall Parkinson’s disease
Research and Education Act

Parkinson’s disease is a debilitating neurological disorder that effects more than
one million Americans today.

It’s already the law. The Udall bill, (S.535), passed the Senate last year by a
vote of 95 to 3/ H.R. 1260 enjoyed the cosponsorship of more than 255
members of the House of Representatives. The same authorizing language
was signed into law by President Clinton on November 13, 1997.

A CURE is close. (some say within 5 years). Neurologists and
neuroscientists agree that we know more about Parkinson’s than any other
neurological disorder. Also, learning more about what causes Parkinson’s
will provide unique insight into the causes of other neurological disorders like
Alzheimer’s, ALS and stroke.

I’s cost effective. Spending $100 million/year for 3 years to save $25
BILLION* in annual costs to society, is an incredible return on investment.
*(Societal cost as determined by Dr. Ole Isacson, Harvard University, 1995).

The “Baby Boomers” are coming. As our nation’s population continues to
age, and more and more people approach the average age of diagnosis, 57, the
burden on our economic and family structure will be staggering. If
extraordinary steps are not taken now to find a more effective treatment
and/or cure for Parkinson’s, not to mention other age-related disorders, there
will be absolutely nothing we can do to control health care costs.

Parkinson’s is consistently under-funded. Despite a new level of
demonstrated commitment from both Congress and the Clinton
Administration to significantly increase the federal investment in biomedical
research through NIH, “direct” Parkinson’s disease research continues to
receive relatively conservative rates of increase that are disproportionate to
total rates of increase for NIH as a whole. In fact, in terms of annual per-
patient funding for the different disease groups, Parkinson’s disease ranks at
the bottom consistently.

For America’s more than one million Parkinsonians, time is running out.
. Scientific momentum un-funded is scientific momentum lost.

AListing of National Parkinson Foundation's Centers of Excellence
is On Reverse Side
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Udall Act Background

On November 13, 1997, President Clinton and Vice President Gore held a
signing ceremony in the East Room of the White House to sign into law the
Labor, Health and Human Services, Education and Related Agencies
Appropriations Act for FY 1998. Included as an amendment to that bill
was the Morris K. Udall Parkinson’s Research and Education Act of 1997.
The Udall bill authorized Congress to direct “up to $100 million for
research focussed on Parkinson’s disease,” through the National Institutes
of Health. However, although the bill has been passed and is now law the
additional funding authorized has yet to be appropnated

In attendance at the signing ceremony was Mrs. Norma Udall, wife of the
former congressman, a delegation of executives from the National
Parkinson Foundation, and other leading Parkinson advocates, all of who
had worked for years to garner the bipartisan support necessary to pass the
bill. In their remarks, both the President and the Vice President recognized
Mrs. Udall and presented her with one of the ceremonial pens. At that time
the urgency to find a cure for Parkinson’s disease was stressed. The
abundance of attention that the Udall Act received at that ceremony was
seen by the Parkinson’s community as both a testament to their years of
grassroots activism, and a sign of commitment from the Administration
and Congress that Parkinson’s disease research would not continue to go
under-funded.

President Clinton also mentioned Parkinson’s disease specifically in his
State of the Union Address earlier this year. He used the recent discovery
of a gene that actually caused Parkinson’s in a large Italian family to
highlight recent medical breakthroughs and to stress the importance of
significant increased federal investment in biomedical research. Once
again the Parkinson’s community rejoiced. Surely this was a sign that a
specific line item to seek funding for the Udall Act would appear in the
President’s FY ‘99 Budget Request. This was unfortunately not the case.

There is a certain level of accomplishment in getting so many in
Washington to even pay lip service to increasing funding for Parkinson’s
research. The true victory, however would be realized if the authorized
funding levels outlined in the Udall Act were requested as a priority of the
Administration to appear in this year’s FY ‘99 Appropriations measure
from Congress. NIH calculates that it spends $35 million per year on
“direct” Parkinson research, while the Udall Act authorizes up to $100
million be spent in this area.

A Listing of National Parkinson Foundation's Centers of Excellence
Is On Reverse Side

Lawrence S. Hoffheimer, Esq.
Washington Counsel


mailto:hoffhelmer@aol.com

As referenced earlier, the Udall bill enjoyed widespread bipartisan support
in both houses of Congress. Last year, the bill (H.R. 1260) was
cosponsored in the House by more that 255 Members, and passed the
Senate by a vote of 95-3 (S.535).

This is a pivotal time. As the House and Senate Labor HHS
Appropriations Subcommittees are considering what funding to include in
their respective bills, an indication of priority from the Administration
could be the final push that finally secures funding for this legislation.
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May 21, 1998

The Honorable IohnMchn S
United States Senmte '
 Waskington, D.C. 20510

‘DﬁrSmMeCam.

Bndnsed mdmmfnmmmyonreqmmdmtb:mmdmmddmaﬁmﬁng
of Pazkinson's disease research, as well as information on funds expended on related.
research bytheNanonaHBnmafHumx(N&i)thnughﬁxepemdnwmmngﬁsal
years. 1994 through 1999. .

Wemve:ypieasedmﬁxthzdxmonxhatmchon?axhnsensdxm:sgmg, S
both in understanding the basis of the disorder and of the mechanisms by which the- - :
neurodegenerative process occurs. A mumber of new initiatives have begun or are
planned; among the most promising are establishment of Parkinson's Disease Research. -

o mammwmmmmmmpmmm

! - year. Web&m&gmwmmmmﬂumﬂmmmmﬁﬁ

' 'Mmsﬁ:rthosesnﬁamgﬁnmxtsdehﬂxmngm .

Wmﬁxm:ﬁu&m&e%mdomeﬁommmdmndmdﬁndam .-
ﬁ:?akason‘sdxsme. : :
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PARKHWSON’S DISEASE

’BACKGROUND Pankxnscn sdzsase CPD}xsapmgxmve, nmdzgmnve dxsardc:s - *
makedbythclnssofthedepmpmdumngceusofﬂ:esubmmmgm. Dopamineisa.
-namkmmm—omofmmkmmsmascommmonsgnﬂsbmnme
cells— critical to wany processes in the brain, including jurpaseful controi of movement. Whea
the level of dopamine-producing cells in the substantiz nigra falls below a critical threshoid 6f
about 20 percent, symptoms of the disease appear. These include tremor, the gradual loss of
voluntary movement, rigidity, postural instability, and gait abnompalities, These symptoms are
progressive, ultimately leading to total disability and death: While there is no cure for: -
Pahmsmm&smse(s)cfmdmmmmmwnﬂymcgmmmgms
of a familial form of Parkinson’s has been discovered. Genetics, enviromment, aging, aod several
McmmwmmmemwomeSﬁsm Paridnson-
Ihwmpmmydwmmamkofw&mmmmm&mum(a&
'boxmg) mdasawmhmofmedmmmdﬁhmdmgs

,Atmmostpeoplevthumnsdmasemvedmgsdm@edmmiauuMc
dopamine in the brain. Standard therapy for Parkinson’s disease consists primarily of
. administering the drug levodopa, 2 substance converted to dopamine by the brain, that often is

- cornbined with other agents to enhance its effect. None of the currently available dmgs stops the
undezlying degeneration associated with Parkinson’s, the effects of drug therapy often wear off
over time, and they often have unpieasant side cffects. Rescarchers are now experimenting with.
zmhufmmmmmmqmmmmmm&mdm '
tkatﬂmancwthmmswﬂlhdppmmmwhodcmtbmﬁtﬁommdmgs,pamm
sbmngth:mmofthzdxsmc. o ,

EPIDEMIOLOGY & ECONOMIC COSTS. Appmmnately 500,000 Amenans, or about
_ 1 percent of the population over S0, suffer from PD. Parkinson’s disease affects both sexes
~'and occars ail over the worid, Because the disease most commonly affects peapie in later
life, the aumber of people with Pariinson’s dismeandtheassocatedmwingrmzs the
average age of the American populatiou increases. The total anaual direct and indirect .
cost of Parkinson’s disease was estimated to be $6 billion in 1992, (Disease-Specific
Esnmates of Direct and indxmct Co:ts o Hlnm and MH Supporz, November 1995)

[NO‘I'E.Themofpmalmweﬁar?xhnmsdasmehavcmthspastvmedwxdzlyasa .
result of communuty-based studies over the years, reflecting population differences and variations
in stady methods. Review of these sources, however, consistently identified that the most widely
cited reputable sources ( Kurtzie, 1983 and the Office of Science and Technology Policy, 1991) .

~ reported the prevalence at 500,000. Most recently, ancwkypubhshed.mwmrolsmdybybrs.
Caroline Tanner and Samuel Goidman, utilizing recogmzed standard epidemiological techniques
has confirmed the lcvelatzppmxmately 500 ,000. (Neurology Chmcs 14 (2) May 1996 pp 317
-336)]

. MAY 22 '99 29:39 ‘sadz. 24
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RECENT ADVANCES

One conclusion of an NIH-sponsored international Parkinzon’s Disease Planning W&d:shop in

- August, 1995 was that genes might play mote of a role in PD than previously recognized, and

~ . that finding the genes that cause inheritad forms of PD could provide crucial clues toward

Wgwwmmm&mofmemmAwlkbmnnspomwmeNm
{nsmmeomelogxmiDmordmmdSaoke(NINDS)mdmeNMmeGmme :
Research Institute (NHGRI) for the first time showed that 3 single gene aiterationon.
chromosome 4 could cause PD. A team of scientists, including NIH intramural investigators and
extramural grantees then discovered the precise defect in a specific gene that causes some cases
of inherited PD. The gene camries the blucprint for a2 protein called alphe-synuciem. -Synuclein
earlier had been identified as one of the components of “amyloid plaques,” the abnormal clumps
of proteins in the brains of Alzheimer’s patients. Under NINDS aud NHGRI sponsorship,
mﬁmmmuymgtodmmemleofmdanm}maudtnﬁndo&xz:defecuvcgm
thnmzyccm”mmeto?DmmfamihmAmx]ormldywmznthcgme(s)thz:pmdxsgoscto

~ the common form of PD is aiso begmming.

Inommxagingfouawupsmdy. sdenﬁst:demmsuamdthstsymw& found in Lewy
bodies of the most cormon, zon-inherited form of PD. Lewy bodies are abeormal chumnps of
material in certain parts of the brain that are 2 halimark of PD and are also found in certain other
diseases. This finding supports the idea that mherited PD may provide insights about the more
common forms of the disease. The finding also compiements 2 growing body of evidence that
abmormal aggregations of proteins, such as those found in PD, Alzheimer’s disease, and :
Humtington's disease are actively damaging the brain. Stopping or slowing the formation of these
aggregations may present an catirely new approach to preventing the death of braig cells in
nzumdegcnetaﬁve diseases. NINDS and NIA are actively supporting research in this area.

vaswmedmssmdmmmﬂabommhavemmnagmmmdmwdm
M(mpormg)aﬂsofthmwm(@mgpmmmmdmnm
They have also demonstrated that recombinant GDNF has similar effects. This growth factor
preserves cells from destructive effects and repairs cells after damage. NINDS will support
farther studies of GDNF and similar compounds in redent models of neurodegenerative (hsn:dm
andmgm&edtxssueto detumnethemechamsmofa@ou.

OVERVIEW OF RESEARCH ?ROGRAM

Toc@ﬁﬁmm%m@w&wmh?uﬁmﬁ'ﬁ&m&&mmmbﬁngpumw&
Fixst, the search for new genes is contimuing. While some families with inherited forms of

- Parkinson's disease are now known to have an abnormal gene on chromosome 4, it is clear that

~ In other families with forms of Parkinson's disease, other genss will be invalved. In 1997

n—._a

NINDS armounced a Program Announcement (PA) on the genetics of Paridpson’s disease. The
response to this PA has begun and this research will contimie through 1999.

A second major approach focuses on the study of cell biclosy. Tb ‘capitalize on the genetic
gains, whole new areas of research techniques are being used by NINDS grantees, including

making ransgenic mice that often mimic the clinical disease, using yeast two-hybrid systemns to

SN b g - %
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" identify mtemstmg proteins, and investigation of pathological ﬁm::uons or related pmtems in |

simple organisms, Further work to clarify thé role of alpha-synuclein and other proteins and o
determme their relation to the disease is begimming.

Third, tials of swgery (pallidotomy), deep brain eiecttical stimulation, and other clinical studies
are being pursued. Pailidotomy is a procedure that attempts to re-balance the brain circuitry
distupted by discase.. Although surgery was tried in the past with mixed resuits, now surgeons
can use the behavior of individual brain cells, recorded with microelectrodes, to find precise.
locations in the brain for surgical intervention. The positive results from these improved surgical

~ therapies have led to a systematic clinical tral. Attempts to repiace dopamine cells by :
-ransplantation of fetal tissue are aiso ongoing; this procedure has provided bexefits to at Jeast
' some patients. Transplants of cultured cell lines and stam cells shonid eventuaily replace fetal

tissue with further study. Because of the time involved in bringing a aew treatment to successful’
clinicai trial, NINDS encourages animal testing and pilot studies in humans of both existing ideas
for treatment (e.2. new anti-oxidaxts; cell transpiants) and those that we hope will develop from
the recent genetic findings..

N]NDS wmm@gmmmmmmymmmm of climiea) researchin. -
preparation for 2 clinical trial in Parkinson’s discase to make use of the “NINDS Pilot Clinical.
Trial Grant For Neurologic Disease™ as described m a PA. issued Angust 29, 1997. Close
coilaboration and integration between research Center acivities and clinical trials is encouraged.

NINDS has also recruited a new staff person with primary responsibility for nenrodegenerative

. disorders which inciude Parkinson s, Hontington s, dystonia, and similar disorders.

Tntramurai~ NINDS scientists are isolating the individual brain receptors for dopamine using

molecular genetic techmiques. The ability to produce these receptors on cells grown in culture
will allow more efficient screening of experimental drugs for Paxkinson's disease, resulting in
more effective treatments with fewer side effects. NINDS intramural scientists are studying .
several dopamine agonists to develop a drug that would mumic the actions of dopamine, targeting
the specific dopamine receptors invoived in PD, butavoidmgmerwepminvotvedin:he
negative side effects now experienced by nearly half of the patients receiving levodepa. The
NINDS Intramurai Division is now conducting severai clinical studies on Parkinson’s disease.
The NINDS Experimental Therapeutics Branch is conducting a two-year clinical triai to

investigate the effect of 2 new drug, OPC-14117, which may retard the death of nerve cels.

PROGRAM ACTIONS

. WORKSHOPS AND cor_momnows

TN

e Recently, the NINDS andNHGRIspomedamndwo:kshoponthzgmencsof
Parkinson’s disease in Decernber, 1997 at Cold Spring Harbor that has continued to spark
research interest. Additional work will focus on understanding the products and processes that.
are affected by the genes involved in familial, and pechaps other, forms of Parkinson’s disease.

9% Q| G A
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o In 1997, NmDSspoasamdavane! of experts tocnucaﬁyuzmmanmmmyckmaland

o vmmm&mmmvolvedmdngnmgmnsdwm The result of their

deliberations will be published in a repart, “Diagnosis of Pariinson's Disease,” expected in 1998.

. In ail the NTH research program oa Paricinson’s disease ropresents the woric of eight NTH -
Institutes and Centers. Those most active in Parkinson’s research have formed a staff cormmittee:
bmmmmmandwzdmnﬂmmmsfmwﬁm&ngmdjmmm

> MNDSwfomngaeoHabomonwtthﬂchepmemofchAﬁmstoxdmnfy
families with Parkinson’s and Parkinson’s-related diseases to kelp develop epidemiological
studies. This effort would allow more zecurate estimates of prevalenee, and allow investigation
of genetic and environmental rigk factors. Because the idea of 2 genetic component for :
Pmsmwnw,mewumofﬁmhnmmwcmpmhm

. SOLICITATIONS

MEY 22 *98 29:48

The 1995 international Workshop in August 1995 spawned several imtiatives, including two new.
Program Anpouncemments. These cail for applications in the axeas of “Genetics of Parkinson’s
Disease™ and the “Mechanisms of Cell Dearh and Injury in Newo-degenerative Disorders,” the: .
mmmmwmmmmmmmmnmmmofw
HaimmmdtheNmalInmmomeIHeﬂm ‘

Parkinsg i o} IuNovembelQ?? the NINDS issued 2
Requmfw'Apphmmnngm:ppﬁmmFY 1998 for Paxrkinson's Discase /
Research Centers of Excellence, This program is intended to foster mmitidisciplinary research in.
Parkinson’s disease and related neurodegenerative disorders. It is anticipated that each Center
will inciude both basic and clinical research in proporticns that are sppropriste forresemch.
objectives designed to achieve cross-fertilization and coilaboration. In FY 1998 the NINDS'will
allocate up to §5 mullion to support up. to thiree Research Centers for up to five years of support:
For applications received from groups with high potential but are not fully developed as Centexs,
adevelopmmmlmmgzamfcxtxptoSBSOOGOmdxrectmﬁpxyearmaybeawa:ded.
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NINDS plmmmcanmawmhngforwodontheunbw!ngyof
ive disease. This initiative will complement 2 PA issued last year on the
Meckanisms odelehaMImwymNmmdegMWDmthaxumMmgm

stimuiate applications.

P08

kxdcmmiogyandﬁma(imm memsﬁmm mﬁshamnmdm of -
investigators and clinicians to develop and implement use of a database for Parkinson'’s and

Paxkdinson’s-related diseages, both sporadic and farmifial. This would provide a standardized

format for ascertzinment of families and collection of materials. Under the appropriate privacy

.Ammedmmdmmalswouidbemademhhbm&emmwmumty

Specul?arkmson’s meeksurch Activities by Fiscal Year:-

MRY 22 '98 B89:41

FY 1997 e I FY 1999 |
‘ 0 RFA— Research Canem 0 Research Centers of

of Exceilence to be Funded | Excellence {ongoing) |
0 PA—Clinical Trals -0 Clinical Trials (ongoing) | o Clinical Trials (ongoing) |
o PA—Genetics of o Lewy body/ Protein 0 Genetics and Cell ,
Parkinson's Discase Studies Bmlogsmdxe': :
o Collaborative Genetic: oCo!dSpmgHa:bct o Bpidemiclogy and
Studies and Discovery Workshop Genetics Consortiun
0 PA—Mechanmisms of Cell. | o Mulnplc System Auvphy
Deaathin Ne:mdegm otksknp
Disorders ‘

o PA—Cell Biology of

Neurodegenerative

Disorders (Pechaps with.

NIA, NIMH, NIEHS,

NICHD, and NINR) . S
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FY1998 Congressional Appropriations Report Languige

Conference Report. “The conference agrecment includes in modified form (section 603)
WmdmmSmmegMghm%mmmham
National Institutes of Health (NIH). The agreement drops Senate language directing NIH to
support particular research mechanisms and authorizes up to.$100,000,000 in fiscal year 1998
and such sums theyeafter for these research activities.: The House bill contained no similar
provision.. The conferces acknowledge the importance of Parkinson's disease rescarch, but are
concered thit inclusion of this fanguage may set an unfortunate precedent for using the
appropriations bill a5 a vehicle whenever the authorizing committees fail to act.  While currently
there is po cure for Parkinson’s disease, the conferees are encouraged by recent scientific .
sdvances. Scientists have for the first time identified a gene zbpormality that causes some cases

-of Parkinson's disease and which suggests an important new link between Parkinson's and

Alzbeimer's. Due to these promising research discoveries and the threat of more individuals
being diagnosed with Parkinson's dxsusemmnm:ymthemfueswgemwplm
stronger emphasis on research in thig area.”

m.%Mmm&cpmwmmmmmﬁum@
disease, amounting to nearly $25 billion a year, and also notes the promising research in this.
fisld. The Comrnittes was pleased to receive very moving and compeiling testimony from:
Muhapmmad and Lounie Ali about the need for more fimding for Parkinson's research.
Accordingly, the Committee urges the Institute to inteasify its efforts o identify the factors
contributing to the development of Parkinson's discase, to develop ncw methods of treating,
delaying, or preventing this devastating illness, and to strengthen its research portfolioon
Parkinson's. The Commuttee recommends that NINDS utilize all available mechanisms, as
appropriate, inciuding cemters, requests for applications, program amnouncements, and extended
funding of selected investigators now working in the field. The Compnittee also encourages the
Institute to explore areas of promising rescarch identified in the 1995 intemnational workshop, to
assist in developing new ideas in Parkinson's research, and to stirpulate investigators in different,
but related, fields to. focus on this disease.” )

Senate. “The Committee continues to seek intensified aud expanded efforts by the Institute to
understand the pathophysiology of Parkinson's disease and develop effective therapies for this.
devastating disorder. The Commmittee was pleased to leam of important advances in the genetics
of Parkinson's disease, resulting from collaborations developed after the international workshop
sponsored by the NINDS in collzboration with the NIA, the NIEHS, and the NIMH. Other

. Institute imtiatives, inclnding two recent program announcements, have stimulated addxtmnal‘

S~ 4

research that will provide important insights into this devastating disorder. However, much
remains to be done to improve the outiook for patients arid thetr famiiies. The Committee
recommendation includes sufficient funds for the Institute to expand funding for research in
Paridnson’s disease. This will allow 2 balanced program of basic and clinical research, including.
centers, clinical trials, and further work in the genetics and cell biology of neurodegenerative
disease. The Commuitee notes that the [nstitute has made use of exploratory center grants and is

_developing a similar mechanism to encourage the design of high quality clinical trails. The

Institute is encouraged 10 use these and other innovarive mechanisms to stimulate the field, such -
as a consortium of investigators focusing on the geaetics and cpidemiology of Parkinson's
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research. The Committee loaks forward 1o hearing about the progress of these efforts at the fiscal
year 1999 hearing: The Commmittee also encourages the Institute t consider the creation of 2
position for a senior program officer with spmficr&ponsibim:y forthe caordmmmof the NIH-
wida Parkinson’s research program.”” :

!
1

m'ﬁmaﬂrmm in Section 603 cfP.L 105-78 do notpmvxdeauy

_ additional fimds fior Parikimon's research. The Section authorizes sppropriation of fimds for-
Parkinson’s research activities, but fimding authority was aiready provided in basic NTH statutes.
In the NINDS section of the explanstory Conference Report Langusge accompanying the:
resulting Appropriations Act (HR. 2264; PL. 105-78), the confevess state that they understood.
that “sufficient fands ave available within the amounts provided for the Institute”™ (i the: -

- appropriations) to-expand resewrch on Parkinson's discases. Ix fact, with NINDS and other
initiatives, the NIH total budget estimates for Paxkinson’s discase research are nesr to the $100
miilion maxk for FY 1998 (398.4 M) and well above it for FY 1999 (S106.8M:).. While the:
“Udall" legislationr would specify the finding level for “direct” costs only, the NIH isnotina.
position to exclude from its funding estimates research characterized as “related” to Parkinson’s

. mechanisms of the disease is vitally important o finally finding 2 prevention orcure..
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Background on Parkinson’s Disease

Parkinson’s disease is a degenerative disease that impacts approximately 500,000
Americans, mostly over the age of 50. The National Institutes of Health estimates that the total
annual direct and indirect effect of Parkinson’s disease in 1992 was $6 billion. The symptoms of .
this disease are tremor, gradual loss of movement, and r1g1d1ty These symptoms are progressive
and ultimately lead to dlsablhty and death.

VWhlle there is no known cure for Parkinson’s, researchers have made encouraging strides
on this disease. Last year, scientists made unprecedented progress in understanding the genetics
of Parkinson’s disease. Researchers are also focusing efforts on the biology of this disease, as
well as possible surgical procedures, mcludmg brain stlmulatlon that might prove to be more
effective than current drug therapies.

Since the President took office, there has been a nearly 50 percent increase in funding for
Parkinson’s at the NIH ($71 million in FY 1993 and $106 million in FY1999). NIH recently
sponsored a new workshop to collaborate on genetic research in this area, and the Institute is
currently collaborating with the Department of Veteran Affairs to identify families with
Parkinson’s and Parkinson’s-related diseases to develop epidemiological studies.

Udall Authorization Bill -

Despite increases in research at the NIH, the advocates (one of the most vocal disease
advocates) do not believe there has been enough research in this area and have been long
pressing hard for large budget increases. Last year, they were successful in attaching the Udall
legislation (which they have been pushing for several years) onto the Labor-HHS Appropriations
bill. This Udall bill authorized that at least $100 million be spent on Parkinson’s disease.
Senator Wellstone is considered one of the main advocates for this bill, although it received
broad bipartisan support in the Congress.

The NIH was not supportive of this legislation, because they oppose earmarking for
research for any particular diseases. They have been quite effective at discouraging their
appropriators from earmarking “disease by dlsease and ensuring that the science determines
fundlng for particular diseases. '

The problem with this legislation is that it was passed as an authorization for more funds;"
it did not appropriate any additional funds for Parkinson’s research. There is currently a
difference of opmlon as to whether the Udall bill provided for $100 million additional in funding
for Parkinson’s disease on top of what NIH already spends or whether there just has to be $1 00
million in research spent in thls area. «



NIH argues that since this legislation was an authorization rather than an appropriation,
they only are required to fund $100 million in total. They have been through similar cases and
believe that the legal interpretation in this area clearly backs their position. However, NIH says
- they are sympathetic and extremely supportive of research on this disease. They did a thorough
examination of promising research on Parkinson’s disease for the President’s FY1999 budget and
allocated an $8 million or about an 8 percent increase in funding in this area. The advocates are
no doubt frustrated with the outcome, as they expected a much larger infusion of dollars from the
legislation.

While we would recommend that you would, of course, convey great empathy for Mrs.
.Udall and her priorities; we believe that it would probably be advisable not to make a
commitment on this legislation. Doing so would set a precedence for many other similar disease
advocates, many of whom also can make strong arguments for the urgency of their cause. We
have noted an increase in these requests following the diabetes research set-aside that was’
included in the Balanced Budget Act last year.

We can commit to pushing NIH to be more’sensitive and responsive to the great
potentials of research in this area. Chris Jennings has been receiving calls on this issue as well
and is meeting with some Parkinson’s advocates next week. You may want to see if Mrs. Udall
would want to attend or send representatives to this meeting.
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EXEC.UTWE‘. OFFICE OF THE PRESIDENT
OPﬁCE OF MANAGEMENT AND BUDGET
WASHINGTON, Qi C. ZoSo3

August 23, 1996

MEMORANDUM FOR THE CHIEF OF STAFF

HARQLD ICKES
FROM: Jacob J. Lew
SUBJECT: Update on NIED's Plans for Achieving the President’s Commitment to

Increase FY 1996 Funding for Spinal Cord Research

On May 15, 1996, Christopher Reeve met with the President to cxpress concem that NIH
funding for spinal cord research was insufficient. We understand that at the meeting the President

committed to increase NIH funding for spinal cord research by up fo $10 million in FY 1996.
Christopher Reeve gnnounced to the press that the President had promised to 'work with NIH “to

find $10 million that will go to spinal cord research.” NIH's initial FY 1996 plan included $49

the Prasident’s request. TheNIleanappearstobeconsxstentmththe
i entThethxeeelmtsoftheplmare'

. NIH indicates that between now and September it will fund 12 grants and four awards to
young' astigators thatwoddnothavobeenmppomdothmse T!ms,tlusmaansN]H

. To foster High-quality spinal cord research grant spplications and axwmgeremrchmto
, ‘enter the field of spinal cord injury research, NIH plans to hold a conference on spinal

'If you have any additional questions or concems abouf NIH spinal cord research, or if we
should supply this|information to anyone else, please let me know.
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NATIONAL INSTITUTES OF HEALTH
Spinal Cord Iniury Research

crease spending for spinal cord regenerative

|

nder Dr. Varmus’ leadership, is currently
the expansion of potential projeects which are
regenerative research.

ojected spending $49.4 million in FY 1996 on this
With the President’s pledge, NIH is at
oping additional projects. The President promised
1d spend up to $10 million more than was in our

|
1
|
{
|

(Dollars in millions)

_1225 1897 P.B, Change % Cha.
$49.4%* $50f4 +$1.0 +2,.0%

¢ Presldent Clinton’s meeting with Chxistopher Reeve, the NIH
:pondigg up to an additional 310 million on spinal coxd
EReATCn. )

INFORMATION:

[H expects to spend about
spinal cord injury.

in 1597 on
Within NIH, this research is
rimarily by the National Inatitute of Neurological
Disorders and Stroke (NINDS)} and the National Institute of

h and Human Development (NICHD).

Advocates of spinal cord injury research, led by

actor Christopher Reeve, are waging a public campaign to

seek an
Both Sen
vigic wi
addicion

centers dev

injury. Th
cellular re

dditional $40 million in NIH for this purpose.

tors Specter and Harkin, following the President’s
h Christopher Reeve, pledged to find the necessary
1 funding.]

: NINDB supports several large, multiproject
ted to clinical and basic research on spinal cord
projects range from fundamental studies of
ponses to. injury to clinical studies of movement

Prepared by t%a Office of Budget/ASMB

{

Juns K. 1QQK


http:Spect.er
http:current.ly

1 4

PH - 142

in chronic spinal cord dinjury. Specific examples include;

tered Animal Spinal Cord Injury Study supports a
congortium of laboratorles testing promising pharma-
cological agents in a standardized model of spinal cord
injuiy in order to make more drugs available for c¢linical
tenting.

rogtheses are being developed to restore nervous
system functions, such as gsensation or movement. Already
this program has yielded.

A hand-grip prosthesis that enables paralyzed people to
.pick yp objects or to grasp a cup and drink without
assistiance;

= Tiny electrodes, measuring about one-third the width of a
human hair, that can be implanted inside the body and
used to stimulate muscle or nerve cells;

- New understanding of the nervous system and its pathways
that will help scientists place future prostheses in the.
most @ffective location; and

- Artificial sensors that may help paralyzed patients to

better control movement.

DNA_Damage and Repair: Because DNA damage ils present in
central nervous system (CNS) injury and defects in repair
mechanisms are also associated with neurodegenerative
digease, | NINDS supported a workshop, "DNA Damage and ‘
Repair,® | in September 1995, to bring together scilentistes and
cliniciaps with expertise in DNA injury and repair with
investigators in CNS trauma to foster research in this new
area of gcience.

mplanted Proden g§: In March 1996, NINDS issued a.
Request for Proposals to investigate the use of implanted
progenitor cells to treat central nervous system trauma.
Recent discovery of the presence of progenitor cells within
the adult nervous system has suggested another potential
source of replacement. tissue for the injured CNS,

NICED Research: The National Center for Medical
Rehabilitation Research (NCMRR, a component of NICHD) is
emphasizing the support of research to promote the
independence, productivity, and health of people with spinal
cord injury. Included in that research are studies seeking:

Better ways of preventing urinary tract infections and skin
problems to which people with spinal cord injury are prone;
Improvements in uses of computer-controlled electrical
gtimilation to make walking possible; and

More effective means of dealing with the chronic pain that
many of these people experience.

About 200,000 Americans are now permanently confined :o
wheelchairs because of spinal cord injury.

Prepared by the OFfime Af RudAcook /acua s B AAAP



PR - 143

» Bach year, about 10,000 more people are injured, suffering
paralysis apnd loss of sensation, About two-thirxds of these

people are under the age of 30.

Nation as much as

» Specialized| care for people with Bpinal cord injury costs our
810 billign e3ach veaxr

3
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.NIH - 48
- NATIONAL INSTITUTES OF HEALTH
Spinal Cord Injury
(Dollars in thonsands)
. 1997 1998 ] , 1999
1C Actual | Estimate | Pres, B. vs.98 ‘| % Chg

NINDS...| $46,541] $49,471] $53,481| +$4,010] +8.1%
NICHD.... 4,648 5500] 5,800 +300] +5.5%
NEL/....... 6,825 7,321 7,910 +588| +8.0%]
NIMH...... 097 1,035 1,117 +82| +7.9%
NIDA....... : 484| 500 550 +50} +10.0%
NINR...... 0 0 0 +0| +0.0%
NCRR..... 1,088 1,188 1,386 +198| +16.7%
Total.....| $60,563] $85,018] $70,244| +$5,220| +8.0%

NiHg8SCLXLS
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TELEFAX TRANSMITTAL

Harold Varmus, M.D.
Director, National Institutes of Health -
" Building 1, Room 126
1 Center Drive, MSC 0148
Bethesda, MD 20892-0148
Fax No. (301) 402-2700
Confirmation Phone No. (301) 496-2433
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Questions and Answers for 12/2 hearing

November 30, 1998

K What are human embryonic stem cells and are they related to human embryo
research? :

Because the term "embryonic stemn cell”" can be so easily confused with the embryo itself,
it is preferable to refer to these cells as "pluripotent stem cells.” The-term "embryonic
stem-ceH-was-borrewed-frommousE TESEArCH, Wiich derived stem cells froin mouse
embsyes: Human pluripotent stem cells are cells of an organism which have an unlimited
capacity to divide, and the ability to turn into many of the cells or tissues in the body.
They are related to human embryo research in that one of the ways pluripotent stem cells
can be derived is from the human embryo. These stem cells are not themselves embryos
and would not develop into a fetus or result in a live birth if implanted into a woman’s
uterus. Pluripotent stem cells can also be derived from human fetal tissue. It is believed
that pluripotent stem cells can also be. denved from cells created by somatic cell nuclear
transfer.

¢ - Whatis human embryo research?

Human embryo research involves studies of human fertilization (entry of sperm into a
mature egg) and the subsequent several cell divisions that occur in a laboratory dish. This
research is also called human in vitro fertilization research. The research is only
conducted at these very early stages of development. At these stages, the embryo is also
referred to as a preimplantation embryo because it is not yet to the point at which it would

- have finished implanting into the wall of the uterus. Human embryo research does not
‘involve human embryos (or fetuses) developing in the uterus. It does not mvolve
abortion or aborted human fetal tissue,

Unfortunately, the widely used term "embryo research” has caused a misperception about
. the nature of this work. In fact, the research is conducted with the one-cell product of
femhza.non and the subsequent few cell divisions that follow fertilization.

. -What are pluripotent stem cells?

Pluripotent stem cells are cells from an organism that have an unlimited capacity to
divide and the ability to turn into many different types of cells or tissues in the body.
These stem cells are not themselves embryos and would not develop into a fetus or result
in a live birth if implanted into a woman’s uterus. They can be derived from embryos,
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from fetal tissue germ cell nssuf:, and poss1b1y by using somatic cell nuclear transfer
technology.

N

. ‘Are pluripotent stem cells embryos? Do they have the potennal to become
- embryos?

Pluripotent stem cells are not embryos because they do not have the capacity to develop
into a fetus if implanted into a woman's uterus. On their own, plunpotent stem cells do
not have the potenual to become embryos

e Do the regulations that govern buman subjects research cover embryo research?
Do they cover fetal tissue research? Would they cover embryonic stem cell

research?

Human embryo research is covered by DHHS regulations, 45 CFR 46 Subpart B entitled,
“Additional DHHS Protections Pertaining to Research, Development, and Related

* Activities Involving Fetuses, Pregnant Women, and Human In Vitro Fertilization.” The
regulations require that, before being initiated, research involving human in vitro
fertilization must be reviewed and approved by an institutional review board. In addition,
research involving human embryos or fetuses developing in the uterus is regulated by 45
CFR 46.201-46.211. Human embryos, however, are not considered human subjects ‘
under the HHS human subjects regulations. Although NIH is currently prohibited from
supporting IVF and preimplantation embryo research due to a Presidential directive and
Congressional ban, this research would be permiited under the human subject regulations.
The 1994 Presidential directive prohibits the use of Federal resources to support the
creation of human embryos for research purposes. In addition, in FY 1996 appropriations
law (P.L. 104-99), DHHS was prohibited, for the first time, from conducting or
supporting human embryo research. This annual prohibition in appropriations law has
been repeated in every subsequent year since. The current appropriations law is P.L. 105-

- 277. The language prohibits DHHS from supporting research in which a human embryo
or embryos—organisms derived by fertilization, parthenogenesis, cloning, or any other
means from one or more human gametes or human diploid cells—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(b)).

~ These regulations would not cover research on the pluripotent stem cells derived from
either embryos or fetal tissue, since the stem cells themselves are not embryos.

Human fetal tissue research-the study of tissues and cells from nonliving fetuses—is aiso
addressed in Subpart B of the HHS human subject regulations (45 CFR 46.210), requiring
that such research be conducted only in accordance with any applicable State or local

2
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laws regarding such activities. Furthermore, the regulations require that individuals

“engaged in research involving fetuses, pregnant women, and human IVF will have no part
in any decisions as to the timing, method, and procedures used to terminate the pregnancy
(45 CFR 46.206(a)(3)(1)). Nonliving fetuses are not considered human subjects under the

‘regulations. In addition to these regulations governing human fetal tissue research,
section 498A of the Public Health Service Act (42 U.S.C. 289g-1) permits HHS to -
conduct or support research on the transplantation of huran fetal tissue for therapeutic
purposes, but such tissue may be used for research only if a number of statutory
requirements are met.

. Has NIH ever funded human embryo research? Has NIH ever considered funding
human embryo research?

The NIH has never funded human embryo research. From 1980 to 1993, Federal funding
of human embryo research was subject to a de facto administrative moratorium. In 1993,
‘Congress passed legislation ( P.L. 103-43) that effectively nullified this moratorium,
making it possible for NIH to consider funding human embryo research. The NIH did not
proceed, however, without first broadly considering the moral and ethical questions
raised by such research and developing guidelines for its review and conduct.

During 1994, therefore, the NIH organized a multi-disciplinary panel of experts—
composed of 19 people from outside government with diverse background in science,
ethics, law, sociology, theology, public health, and public policy--to study the ethical,
scientific, medical, and public policy implications of Federal funding of this research.
The work of this panel was carried out in open forums, involved substantial public input,
and led to the formulation of recommendations for stringent guidelines that would govern
the review and conduct of any future research that might be considered for funding by the
NIH. The panel also recommended areas of research that were acceptable for Federal
funding, were not acceptablc for Federal funding, and areas that required further
consideration.

. Has NIH ever funded résearch on human pluripotent stem cells?

The NIH has not funded research involving human pluripotent stem cells from either
sources of these cells, human embryos or fetal tissue. However, NIH does fund research
on human stem cells that are derived from sources such as adult blood cells. These stem
cells can go on to differentiate into several different kinds of blood cells. Although they
are also consxdered pluripotent, they have limited capacity to turn mto other cells of the

" body.
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J If Federal funding of human embryo research were allowable, would NIH institute
" any limits to that funding and what standards would be applied to decide wlxich
research to fund? ‘

" When this matter was initially under consideration in 1994, the NIH carefully considered
the ethical, legal, scientific, and medical issues before moving forward and, with the help
of a group of diverse outside experts, defined areas that should and should not be
supported with Federal funding. The panel recommended that special guidelines be
applied that would go beyond what is required of other areas of research and that an ad
hoc review body be established at the Federal level to provide further oversight of the
research.. Had subsequent funding bans not been instituted, the NIH would likely have
proceeded with the development of guidelines and the establishment of the review body.

. If Federal funding of pluripotent stem cell reSeai'ch were allowed, would NIH
institute any limits to that funding and what standards would be applied to decide
which research to fund? :

Given the ethical and legal considerations as well as the need for clarification about

Federal funding restrictions in closely related areas, the NTH would develop guidelines

for the conduct of this research. As always, research proposals would be peer reviewed
.and funded on the basis of merit. :

. What are the argnmenm for the Federal investmen‘t in this research?

Federal funding of this work would engage the attention of many more people and would
bring more oversight to this area. For example, more investigators would likely enter the
field and the pace of this critical work would be enhanced. In addition, Federal
government involvement in this research area would also provide important scientific and
cthical oversight. Federally supported research goes through rigorous ethical and
scientific review, including detailed discussions at local institutional review boards (JRB)
meetings, peer review groups and National Advisory Council meetings, This would
encourage openness, ensure that researchers could use these important research tools, and
assure public access to research information and to the practical medical benefits of this

. research. This would also increase the opportunities for collaboration in this research
arena and sharing of data. .
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. Is Federal funding of human fetal tissue research allowed?:

Federal funding of human fetal tissue research is allowed, and the NIH is funding studies

. that involve both basic and clinical investigations. Between 1988 and 1993, an
administrative moratorium was in place that prohibited research involving clinical or
therapeutic transplantation of human fetal tissue. Congress overturned the moratorium
and added provisions to the Public Health Service Act that spelled out stringent rules that
would have to be followed by Federally funded investigators. These rules include
detailed informed consent procedures and a prohibition on commercialization of fetal
tissue that would need to be followed if the rcsearch were to be Federally funded.

. How does current law apply to research on the derivation of pluripetent stem cells?

The stem cells isolated in Dr. Thomson’s research were derived from spare embryos
donated by couples who had undergone infertility treatment. Public Law 105-277
prohibits Federal funding of research in which an embryo is destroyed or harmed,
therefore this work clearly falls within the Congressional ban on human embryo research.

Dr. Gearhart derived his pluripotent stem cells from fetal tissue. The Public Health
Services Act includes a restriction on fetal tissue research. The Secretary, HHS, may
conduct or support fetal tissue research and research on the transplantation of human fetal
tissue for therapeutic purposes, but such tissue may be used in research only if 2 number
of statutory requirements are met. Thus, as long as Dr. Gearhart followed these Federal
statutes and regulations, NIH could support his recent work. This research was, however,
supported from other non-Federal sources.

The work allegedly carried out by Dr, West’s company involved fusion of a skin cell
from an adult with an enucleated egg from a cow. It is not clear that the product of this
fusion is an embryo, and if so, whether it is 2 human embryo. Therefore, how current law
applies to this research is not clear. :

. Would current law prohibit NIH from funding research on pluripotent stem cells
derived from human embryos or fetal tlssue"

The DHHS Office of General Counsel has advised that Federal fundmg of research that
utilizes the cells and cell lines that resulted from Dr. Thomson’s research is not
prohibited. Pluripotent stem cells are not embryos since the cells that are necessary for -
“implantation and embryo development have been lost in the derivation process. Because
human pluripotent stem cells are not embryos, research on them is not research in which
an embryo is created for research purposes, and it is not research in which embryos are

5
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“harmed, destroyed or discarded. This research, thus, would not violate the statutory
prohibition. Using human fetal tissue, Dr. Gearhart derived human plunpotent stern cells
that appear to be similar to Dr. Thomson’s. The cell lines developed by Dr. Gearhart are
from fetal tissue, not embryos. Further research on these cell lines would not violate the
human embryo research ban for the same reasons stated above with regard to
Dr. Thomson’s cell 11nc :

¢ . Were NIH funds used to support Dr. Thomson’s research" Dr. Gearhart’s"
Dr. West’s? 4 :

NIH did not support the research of these investigators to derive pluripotcnt stem cells.

. Has NTH ever supported the work of these invesngatcrs and, if so, what' was the
substance of that work?

NIH supports the work of Dr. Gearhart on Down’s syndrome usiﬁg a mouse model and
Dr. Thomson’s work on non-human primate pluripotent stem cells.

. Since Dr. Thomson’s work is prohibited and Dr. Gearhart’s is not, why not Just
encourage sclentxsts to work with Dr. Gearhart’s cell lme” '

It is not known at this tzme»whether or not thc cells derived by these two investigators
have identical capacities. Therefore, both lines of inquiry should be pursued.

. Are there examples of research that have not been legally restricted but for which
' NIH has established special review and oversight procedures? How has NIH -
provided the oversight to ensure the research moves forward, while the ethical,
legal, and social implications of the research are given full and public consideration?

In the 1970s, when it was first possible to use molecular cloning in bacteria, there was a

~ great deal of public apprehension about possible risks of the research, Fortunately,
however, legislation was not enacted to ban the research. Instead, the scientific
community established a voluntary moratorium until guidelines could be developed to
govern the research. Guidelines were written by the NIH in a public process to provide
oversight of the research. The Recombinant DNA Advisory Committee was also
established to ensure public review of the research and ongoing policy development to
keep pace with scientific progress. With the advent of human gene therapy, the NIH
Guidclines were extended to address specific concerns associated with human trials. For
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example, the NIH Guidelines state that protocols involving germline gene therapy will
not be considered. '

Xenotransplantation—which involves the transfer of living animal cells, tissues, and whole
organs into humansis another example. Xenotransplantation holds the promise of
providing a means to treat a wide range of disorders, including diabetes, Parkinson's
disease, and end-stage renal failure. However, it also presents a number of public health
and ethical challenges, including the potential risk of transmission of infectious agents
from animal donors to patients, their close contacts, and the general public; informed
consent at individual and community levels; animal welfare issues; and social equity in
access to novel biotechnologies. To this end, DHHS has issued draft Guidelines for the
conduct of this research and is planning to establish a Secretarial Advisory Committee on
Xenotransplantation. The Secretary’s Advisory Committee on Xenotransplantation will
provide an ongoing group to consider the full range of complex scientific, social, and
ethical issues and the public concerns raised by xenotransplantation, including ongoing .
and proposed protocols, and makes recommendations to the Secretary on pohcy and
procedures. ~ :

. Are there any restrictions on this research in the prlvate sector"

With the exception of prohibitions on the commermahzatxon of human fetal tissue, we are
aware of no other restrictions in Federal statute affecting the conduct of this kind of
research in the private sector.

. If the government supports research on these cell lines, wouldn’t it create an
incentive to create embryos for research purposes or encourage abortions?

Couples undergo infertility treatment and in vitro fertilization procedures for personal
reasons that have little if anything to do with a desire to advance research, Likewise, the
decision to terminate a pregnancy is also made for personal reasons, and there is no
evidence that feta] tissue research has encouraged abortions.

Furthermore, steps can be taken to ensure that Federally funded research does not

. inadvertently create such incentives. For example, in part to address concerns that human
fetal tissue research could encourage abortion, Federal law and regulations require a
separation between fetal tissue research and decision-making regarding the termination of
a pregnancy. Federal law proh1b1ts the commercxahzaﬁon of fetal tissue.

TOTAL F.@8
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THE WHITE HOUSE

WASHINGTON
November 23, 1998

INFORMATION -

MEMORANDUM FOR THE PRESIDENT

FROM: NEALLANE Nl
BRUCE REED '
SUBJECT: NBAC response concerning human cell/cow egg fusions

Dr. Harold Shapiro, Chair of your National Bloethlcs Adv1sory Commission (NBAC), sent you a
letter on November 21 in response to your request that the Commission review the ethical,
medical and legal concerns associated with fusing human cells to cow eggs. NBAC agrees with
your view that this kind of research evokes serious concerns. The main points of the letter are:

* The ethical ramifications of these experiments depend heavily' on whether or not the hybrid
cell can become an embryo or support the development of a child.

s Because there is not yet enough scientific evidence to answer that question, NBAC discussed
the ethical issues associated with three different pOSSlbllltleS

= NBAC agreed with you that any attempt to develop a child from these hybrid cells would
raise the most profound ethical issues and should not be permitted.

. If the hybrid cells have the capacity to develop into an embryo, the ethical issues that
surround the creation of an embryo by any other means also apply here, and are
complicated rather than simplified by the presence of non-human genetic material.

= If the hybrid cell does not give rise to an embryo or support the development of a child,
then its creation is no more controversial than other molecular engineering procedures.

Harold Varmus will be providing testimony at a Senate hearing on embryonic stem cell research,

to be held on December 1 or2. OSTP, DPC, and HHS are working together to plan a strategy
for addressing this issue with Congress in the coming months

Attachments

cc: Vice President
; Chief of Staff
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B1ioeTHiCcS ADVISORY COMMISSION

‘November 20, 1998

* The President
- The White House
Washington, DC 20500

Dear Mr. President:

~ I am responding to youf letter of Novernber 14, 1998 requesting that the National

~ Bioethics Advisory Commission discuss at its meeting in Miami this week the ethical,
* medical, and legal concerns arising from the fusion of a human cell with a cow egg.

~ The Commission shares your view that this development raises important ethical
and potentially controversial issues that need to be considered, including concerns about
crossing species boundaries and exercising excessive control over nature, which need
further careful discussion. This is especially the case if the product resulting from the

- fusion of a human cell and the egg from a non-human animal is transferred into a woman's

uterus and, in a different manner, if the fusion products are embryos even if no attempt is
made to bring them to term. In particular, we believe that any attempt to create a child
through the fusion of a human cell and a non-human egg would raise profound ethical
concerns and should not be permitted.

. We devoted time at our meeting to discussing. various aspects of this issue,
benefiting not orily from the expertise of the Commissioners, but from our consultation (via
telephone) with Dr. Ralph Brinster, a recognized expert in the field of embryology, from the

‘University of Pennsylvania. Also in attendance at our meeting was Dr. Michael West, of

Advanced Cell Technology, who was given an opportunity to answer questions from
Commission members. As you know, however, the design and results of this experiment -

are not yet publicly avaxlable andasa consequence the Comm1531on was unable to evaluate o

fully 1ts 1mp110at10ns

" As a framework for our 1mtlal dlscusswn we found it helpful to con51der three

L Can the product of fusing a human cell with the egg of a non-human animal, if
transferred into a woman 's uterus, develop into a child?

At this time, there is insufficient scientific evidence to answer this question. What
little evidence exists, based on other fusions of non-human eggs with non-human cells from
a different species, suggests that a pregnancy cannot be maintained. If it were:possible,
however, for a child to develop from these fused cells, then profound ethical issues would

" be ralscd An attempt to develop a child from these fused cells should not be permltted


http:www.bioethics.gov

This objection is consistent with our views expressed in Cloning Human Beings, in which we concluded that:

"...at this time it is morally unacceptable for anyone in the public or private sector, whether in a
research or clinical setting, to attempt to create a child using somatic cell nuclear transfer cloning."

2. Does the fusion of a human cell and an egg from a non-human animal result in a human
embryo?

The common understanding of a human embryo includes, at least, the concept of an organism at its
earliest stage of development, which has the potential, if transferred to a uterus, to develop in the normal
course of events into a living human being. At this time, however, there is insufficient scientific evidence
to be able to say whether the combmmg of a human cell and the egg of a non-human animal results in an
embryo in this sense. In our opinion, if this combination does result in an embryo, important ethical
concerns arise, as is the case with all research involving human embryos. These concerns will be made more
complex and controversial by the fact that these hybrnd cells w1ll contain both human and non-human
biological material.

It is worth noting that these hybrid cells should not be confused with human embryonic stem cells.
Human embryonic stem cells, while derived from embryos, are not themselves capable of developing into -
children. The use of human embryonic stem cells, for example to generate cells for transplantation, does not
directly raise the same type of moral concerns.

3. If the fusion'of a human cell and the egg of a non-human animal does not result in an embryo
with-the potential to develop into a child, what ethical issues remain?

If this line of research does not give rise to human embryos, we do not believe that totally new

-ethical issues arise. We note that scientists routinely conduct non-controversial and highly beneficial

research that involves combining material from human and other species. This research has led to such

useful therapies as: blood clotting factor for hemophilia, insulin for diabetes, erythropoietin for anemia, and

heart valves for transplants. Combining human cells with non-human eggs might possibly lead some day

to methods to overcome transplant rejections without the need to create human embryos, or to subject women
to invasive, risky medical procedures to obtain human eggs.

We recognize that some of the issues raised by this type of research may also be pertinent to stem
cell research in general. We intend to address these and other issues in the report that you requested

regarding human stem cell research.
Sincerely,
Holl ﬁ&
1

Harold T. Shapiro
Chair



THE WHITE HOUSE

WASHINGTON

November 14, 1998

Dr. Harold Shapiro

Chair '
National Bioethics Adv1sory Commission
Suite 3C01 :
6100 Executive Boulevard :
Bethesda, Maryland 20892-7508°

Dear Dr. Shapiro:

This week’s report of the creation of an embryonic stem cell that
is part human and part cow raises the most serious of ethical,
medical, and legal concerns. I am deeply troubled by this news of
experiments involving the mingling of human and non-human species.
I am therefore requesting that the National Bioethics Advisory
Commission consider the implications of such research at your
meeting next week, and to report back to meias soon as possible.

I recognzze, however, that other kinds of stem cell research

raise different ethical issues, while promising significant medlcal
benefits. Four years ago, I issued a ban on the use of federal
funds to create human embryos solely for research purposes; the

ban was later broadened by Congress to prohibit any embryo research
in the public sector. At that time, the benefits of human stem
cell research were hypothetical, while the ethical concerns were
immediate. Although the ethical issues have not diminished, it

now appears that this research may have real potential for treating
such devastating illnesses as cancer, heart disease, diabetes, and
‘Parkinson’s disease. With this in mind, I am also requesting that
the Commission undertake a thorough review of the issues associated
with such human stem cell research, balanc1ng all ethical and
medical c0n51deratlons

I look forward to receiving your reports on'these important issues.

Sincerely, | : SR
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earchers Claim

Embryonic CellMix

N T
» By NICHOLAS WADE .

Venturing deep into uncharted
realms of ethics and medicine, a
small biotechnology company said
yesterday that its scientists had for
the first time made human ¢ells re-
vert to the primordial, embryonic
state' from which all other cells de-
velop, by tusing them with cow eggs

and creating a hybrid cell,

The research comes from biolo-
gists who are well known in their
. field but has yet to be confirmed or’
published in a sclentific journal

Announcement
Tests the Waters
The company said yesterday that

Of Human and COL() it had f;rformed the work with hy-

brid cells two years ago. Dr. Michael
D. West, Advanced Cell Technology's
chief executive, said that he was
announcing the work to test Its public
acceptability He sald the company,
which Is privately held, was not plan-
nlng to go public or raise money now
but needed to decide whether to com-
mit money to development of the
technique.

Some scientists praised Dr. West's
decision to make his work public but
others were critical, saying he has
invited a possibly fraught public de-
bate on a slender basis of fact

Dr. West is the founder of Geron. &

Thelr company, Advanced Cell Tech- blotechnology ¢ompany in Menlo

- nology of Worcester, Mass,, said the
method could eventually be used to

grow replacement body tissues of

ark, Calif, that has had two spec-
-tacular successes this year In re
search on aging In January it devel-

any kind from a patient’s cells, side- oped a method for *“immortalizing”

" . the problems of immune refection.

" The technique is likely to concern
and perplex ethicists because It
. would fnvolve the creation of an em-
‘bryenic cell that is part humsan and
part cow, cousisting of a human
cell’s nucleus n a cow egg whose
own nucleus hed been removed. The
company said the hybrid cell quickly
became more humaniike as the hu-
man mucleus took control and dis-
placed cow proteins with human pro-

' teins. Creation of the embryonic cells

i an important companent of a strat-

" egy that in principle offers high med-
. {cal benefits if ¢ can overcome the

high barrier to public acceptance.
The technique would involve creat-
ing an embryo of uncertain moral
status, and one that crosses the bar-
rier between humeans and other spe-
cies. Even though a hybrid would be
in the forin of cells, not & whole
organism, the concept of half-human

. creatures arcuses deep-seated anxi-

ety.nsisevldmfmmmeu&frimdly
to werewolves, cen-

'tanrs,mermaids,umotmn and oth-

er ¢haracters of myth and folkiore.

“Many people are going to bé hor-
rified by this scenario, others will

_ say *So what?" ”* said Thomas Mur-

ray, director of the center for bio-
medical ethics at Case Western Re-
serve Unfversity (n Cleveland and &

"member of the National Bioethics

Advisory Commission. ‘“This fs the

" sort of thing that makes me very

uncomfortable,” Dr. Murray said. I

powerful
" Hke for all of us to have a breathing

space here to articulate our morail
concerns.””

Another serious uncertainty is the
prelintinary nature of Advanced Cell

" Technology's work. No article has

yet been submitted for peer review

" and publication . in & sclentific jour-

nal, an essential touchstone of credi-
bility. Scientists asked abcat the
company’'s work said they would re-
quire much more proof before be-
lieving that human embryonic stem-
tike cells had been created as the
company: contends, and some were
skeptical that the technique would
work.

of human cells grown in the laboratory

by making them leap the supposedly
Immutable barrier at which cells
usually lapse into senescence. Last
week two university teams spon-
sored by Geron said they had isolat-
“ed and cultivated human embryonic
stem cells, the all-purpose cells from
‘which the fetus develops. Dr, West
laid the foundations for these devel-

opments by sponsoring leading sci-

entists in the two fields.

Researcher Uses
His Own Cells

Advanced Cell Technology, ‘which
Dr. West joined in October; has fo-
¢used on cloning and genetically
improving cows, a technology devel-
oped by James M. Robl and col-
leagues at the University of Massa-
chusetts at Amherst. Dr. West said
he hoped to use the technology to
further the ldea on which he founded -
. Geron, that of delving into the mys-

tery of human eging and sidestep-
ping some of its processes.

The work with human cells was
performed in 1996 by Jose Clbelli, a
collesgue of Dr. Robl's at the Univer-
sity of Massachusetts. Using 52 of his
own cells, some of them white blood
cells and otherg scraped from the
inside of his cheek, Dr. Cibelli fused
each one with a cow egg whose own
nucleus and DNA had been removed.
Most {atied to thrive but one embryo
grew and divided five times, generat-
ing ceils resembling embryonic stem
cells. Dr. Cibelli and Dr. West say the
method could be made more efficient
with present technology. They use
cow eggs because these are far
cheaper and more avatlable than hu-
man eggs and raise no ethical prob-
lems.

Conslidering this work was suffi-
cient 1o describe an invention, Dr.

Robl and Dr. Cibelli filed a patent .

application and then set the research
aside to focus on the more immedi-

‘ately practical field of cow cloning,”

they sald Oniy two others beside
himself and Dr. Robl knew what had
been dane, Dr. Clbelll satd. The pat-
ent has not yet been issued bét Dr.
West sald he was confident of recelv.”
ing -“important inteliectual prop-

i
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117" in the fleld. He said he is mak-

-

It Advanced Cell Techpology can
produce viable hybrid cells, they
would offer & new route to growing
new tissues {or transplant. Thizts the

New Frontiers
For Medical Ethics

assachusets
same poal held by the scientists who  The buman embryonic stem cells chas! Weinberg, executive secretary
d st week that they had announced last week have siready of the untversity’s human subjects

w

lppmttyh&umevmut;“mde-
differentiate, or reset to -default
mode, the setcings In a specialized
cell’s | This s ™

what happensd tn the ¢

Raises Doubts

i versity, derive stem ceils from hw

poten- gcribes how the cells are made but

ey ohown the

grown
in the labaratory. It is widely accept. cal acceptance. Experts
ed tn principle that embryotic stem cal ethics say the public

for medicine,
. has yet 1o be achieved in

The company said the hybrid celis -
Cbell

-were made by
Robl's lshorutwory in the University
o M a1 Amherst

Dr. in Dr.

Mi-

buman embrycnic sters cells Pushed against the frontiers of ethi- committee, 3aid the ©xperiment was
in wj. m

al, with-

Dr. West said the advantage of the said that the hybrid embryo “es- “If somecpe wants to inoculnte

fes” When the

ives they can do that” Dr.

Advanced Cell Technology method is capes our usual

that smbryonic cells derived from biologists first learned to transfer Weinberg said.

the patient being treated would gen- genes from cne species w0 snother,
erste entirely compatible tissues, “The idea of human-animal bybiids
The two methods reported last week, was often raised as the kind of mon-
by Dr. James A. Thomson of the strosity that no morsily perceptive
University of Wisconsin and Dr. John person would ever create,” he said.

“Even If it's only to create tissue,
Gearhart of the Johns Hopkins Um-mm“mmmw”
you raise all kinds of red flags in

man embryos or fetuses. Tissues pecple’s minds,” saié Bamnie Stein-

made from these cells would be in-

that distinctions
provides oo proot that they posIess und cther animals are jess cleas in
the properties 1 be expected of hu- narure then they are in people's
wembmn!cmuhbr.koblmﬂawuy.m«mn-
said bis laboratory wis 0ot set up 1o gearch s showing us similarities and
perform the required tests &t the the upshot in a hundred years may
tme the hybrid calls were made.  be that the lines between humans
phwotograph of the pur- and nonhumans will be viewed as a
ported bybrid cells, Dr. John Gear- Liftie bit grayer,” Professor Dresser
hart of Jobas Hopking, suthor of one sakd .
of the two methods reported last A perplexing feature of the hybrid
week, said that “they cértainty could embrye would be that # would start
e embryonic stemy celis’ but that no mostly bovine, then become mostly
scienttfic jurnal’ would pubdlish the yet not extirely human. But some

" result without further proot, “1t’s not jegal experts have no doubt that any

that I doa't betteve this biologically, I hybrid should be regarded from the

just think they could have given a startaza human embryo. “It doesn't *
mitochondris

Htcle bit mare assurance as to what master that the come

' trom & cow, #t also has humen mito-
chondria snd so has all the potentials
of & homan embryo,” said Led An-

was done here.”

Dr. Roger Pedersen of the Untver:
sity .of Califormia, San Francisco,
who also works on buman embryanic
stem cells, said he doubted any hy-

ordinary -
cells of the buman body. I trans-
ferred to & woman's uterus the em-

term,
n't matrer whether the fetus is ging

E uditorium
may be lable ff it's & false alarm.”

to be born or not — it doesn't make
them less human.”

- The buman body consists of 100
billion cells. Should embryos crested
from them by the oow egg method be

human ernbryos are not 5 bard
make the usual way, and the fact that
an embrye Is eastly made, by what-
sver means, I8 irrebevant o ange
ments about its stats.

The moral status of the human
embryo “'is not clearty established in
US. law,™ D, Dresser said The em-
bryo ¢an be regarded &s mers prop-
erty, as & person, or as something in
between re-

special
er said the hybrid cells could be seen
as between the property and spacial

" respect status.

L

8le New Work Bimes
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Human-Cow Hybrld Cells Are Toplc of Ethics
Panel

Forum
Join a Discussion on Beyond Dolly: The Future of Clonin

By NICHOLAS WADE

t the request of President Clinton, the ethical implications of creating

hybrid human-cow cells were discussed by the National Bioethics
Advisory Commission at its meeting Tuesday in Miami, but at least in the
public portion of their discussion, none of the commissioners vmced concern
about the creatlon of the hybrid cells.

‘Clinton requested the discussion last week in a letter to the commission's
chairman, Dr. Harold Shapiro of Princeton University. Clinton said he was

"deeply troubled" by news that Advanced Cell Te(_;hnology, a small :
biotechnology company in Worcester, Mass.; had created the hybrid cells. The
company proposes to use the technique to take any body cell from a patient,
return it to its embryonic form and use it to grow any of a variety of body
tissues for possible transplant back into the patient.

One advantage of the technique is that -the patient would receive tissues made
from his own cells. Another is-that no cells would be taken from human
embryos or fetuses. -

Noting that scientists had been fusing together cells of differént origin for years,
Dr. David R. Cox of Stanford University, a member of the commission, said,
"We should tell the President there is nothing new in cells fused from different
eggs."

The hybrid cow-human cells consist of the nucleus of a human cell inserted into

* acow egg whose own nucleus has been removed. Factors in the cow egg are
- thought to make the human cell nucleus revert to its embryonic form. Because

the proteins of a cell turn over rapidly, the cow proteins are expected to be.
rapidly replaced by human proteins. The mitochondria of the cell, however, are
likely to remain cowlike; giving rise at least initially to cells that are not wholly

11/18/98 9:48 AM
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human.

An outside expert who spoke to the commission by telephone, Ralph Brinster, a
physiologist at the University of Pennsylvania, said of the cow-human hybrid
cell, "Most scientists would not regard it as a chimera." Chimeras are animals
made from the cells of two different individuals by injecting the embryonic-
cells of one into the embryo of another.

Making human chimeras is widely regarded as unethical.

Dr. Michael West, the president of Advanced Cell Technology, attended the
commission's meeting and was invited speak. In response to questions, he said
he did not believe the cells formed in his procedure, called embryonic stem

" cells, were capable of forming a fetus if transferred to a uterus, something he
said he had no intention of doing.

Asked how he would prevent the technique from being misused, such as in-
cloning a person, he suggested that the cloning of humans should be made a
crime.

The commission members said they would draft a reply to Clinton.

-DAIMLERCHRYSLER
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Ethics Panel
Is Guarded
About Hybrid
Of Cow Cells

By NICHOLAS WADE

_ Struggling to respond to President
Clinton's request for immediate ad-
vice on the hybrid cow-human cell
announced earlier this month, the
Natlonal Bioethics Advisory Com-
mission has delivered a guarded and
somewhat tentative reply, based on
the few facts available to it.

The chairman of the commission,
Dr. Harold T. Shapiro, the president
of Princeton University, said in a
letter to Mr. Clinton that the news
raised “concerns about crossing spe-
cies boundaries and exercising ex-
cesslve control over nature.” ,

The proposed use of the hybrid

. cells to grow human tissues for

transplant into a patient would or
would not raise new ethical issues,

! depending on the nature of the cells,

Dr. Shapiro said.

The cells are obtained by fusing a
human skin or blood cell with a cow
egg whose own nucleus has been

- removed. The cow egg is thought to

make the nucleus of the human cell
revert to the embryonic state. The
human nucleus then takes over con-
trol of the cell, displacing most of the
oW proteins with human proteins,
and the cell divides into a cluster of
embryonic stemlike cells, said Dr.
Michael West, president of Advanced
Cell Technology, who announced the
technique earlier this month.

As embryonic stem cells have the
potential to develop into any tissue of
the body, Dr. West's company hopes
to grow whatever replacement tis-

Sues & patient might need from his or

her own cells.

Dr. Shapiro's letter pointed to the i

ambiguous nature of the cells appar-
ently created in the technique. If the
embryonic cells that result from the
human cell-cow egg fusion are capa-
ble of developing into a fetus when
transferred to a uterus, then they
ralse the same “important ethical
concerns™ as any other research on
human embryos. '

But if the embryonic cells are not
capable of developing into an em-
bryo, then “we do not believe that

totally new ethical issues arise,” Dr.
Shapiro said.

SIED AT LLIT Ghaifriae e wasemr srem o o
issue raised in this case would be
that of mingling human and animal
cells, noting that this is routinely
done for certain medical purposes.
The abillty of the embryonic cells
to grow into an. infant cannot at
present be determined. The original
experiments were taken only to a
very preliminary stage, and no scien-
tific tests were performed on the
cells that resulted.
Other experts said they would
need more evidence to know if hu-
man embryonic, stemlike cells had
indeed been produced, as the compa-
ny asserted, although one expert, Dr.
John Gearhart of Johns Hopkins Uni-
versity,. said when shown a photo- .
graph of the cells that they could be
embryonic stem cells.
Dr. West said previously that his
company had no intention of trans- :
ferring the embryonic cells created
in this way to a person’s womb and
that it would be wrong to do so. Dr.
Shapiro sald the commission also
held this view. Thus, It seems unlike-
ly that the potential of the cells to
become a person will be tested di-
rectly. ' ‘
In his letter to the commission a
week ago, Mr. Clinton said he was
‘‘deeply troubled” by news of the
cow-human hybrid cells. In inter-
views, several commission members
expressed a somewhat lesser level of
alarm while saying they understood
the reasons for the President’s con-
cerns. -
Dr. Carol W. Greider, a biologist at
Johns Hopkins, said that the thought
that someone might transfer to a
uterus the embryonic cells created
by the hybrid technique was deeply
troubling, but that she had fewer
problems with the company’s stated
purpose of making transplantable
| tissues.
“l think there are some ethical
issues there but they are much less
worrisome,” Dr, Greider said.
The commission plans in a later
report to address a second issue that
Mr. Clinton raised, the ethical prob-
lems and medical benefits of re-
search on human embryonic stem
cells derived from human tissue.
~ Earlier this month two groups of

university scientists isolated embry-
! onic stem cells from embryos and
from aborted fetuses, the first time
that these primordial ceils had cui-
tured in the laboratory.

The company that sponsored the
research, the Geron Corporation of
Menlo Park, Calif., also plans to use
the cells to grow transplantabie tis-
sues. - ‘

NYT
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E'thics and Embryos

HE PRESIDENT has asked the National

Bioethics Advisory Panel to take a careful -

look at recent breakthroughs in embryo
research The request follows reports that two

research labs have succeeded in producmg '

human embryonic stem cells—the primitive

“super cells” that can develop into any cell type
or organ—and that a third lab, in experiments
two years ago, had produced similar stem-like

cells by merging human genetic material with
the egg cell of a cow.

Discoveries such as these offer not just moral -

issues but a fair measure of goose bumps. The
cow-human cell experiment ranks extremely
high on the goose-bump index; the president, in
his letter, stressed the
that could lead to the horrible scenario of fused
human-animal creatures.

But set aside whether these cells actually

would constitute a fusion of genetic material

from two species. (The researchers involved say
they do not, that the cow cell is merely a

container for the human cell nucleus) The -

notion that the cow cell experiments pose a
more inunedxate moral danger than the better-

)g,
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dangers of techniques

documented breakthiroughs on embryonic stern
cells may be a funiction less of stientific reahty
than of simple public¢ity spin.

News of the cow cell experiments was re-
leased two years late, in the wake of the stem cell
announcements, without any indication that the
cow cell experiments had been published or

~ otherwise confirmed scientifically. Questions as

to how they passed through ethics screening at
that initial phase have yet to be answered. As-
more biotech labs, academic and entrepreneur-
ial, begin to converge on this area, their jostling
for position will become just one more factor to
be weighed by the many official and unofficial

“bodies that will be considering the issues

involved.
The government's ethics advisory panel

needs to keep its eye on a few overriding

questions. Which of the many apparent routes to
the creation of embryonic stem cell material are
morally defensible? Which ones seent actually in
reach? Which of the many beckoning uses for
that magical material can be deemed acceptable
by the whole soc:lety?
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Claim of Human-Cow Embryo
Greeted With Skepticism

A small, privately held-company in Worces-
ter, Massachusetts—Advanced Cell Technol-
ogy Inc.—startled the scientific world last
week by announcing that it had fused human
DNA with a cow's egg to create a new type of
human cell. Company leaders say that a
colony of these fused cells—created in 1996,
kept alive for 2 weeks, and discarded—
looked like a cluster of human embryo cells.
On this basis, the company declared that it
had “successfully developed a method for
producing primitive
human embryonic
stem cells”

The claim, an-
nounced in a front-
page news story in
The New York Times
on 12 November,
came just 6 days after
two groups of re-
searchers reported in
Science and the Pro- HERkESd —
ceedings of the National Academv of Sci-
ences that they had used traditional tech-
niques to culture human embryonic stem
cells—"undifferentiated” cells that have the
potential to grow into any cell type (Science,
6 November, pp. 1014 and 11485). It added
to the concerns already raised among ethi-
cists and government officials. On 14
November, President Clinton sent a letter to
Harold Shapiro, chair of the National
Bioethics Advisory Commission (NBAC),
saying he is “deeply troubled” by néws of
the “mingling of human and nonhuman
species.” The president asked NBAC to give
him “as soon as possible ... a thorough re-
view” of the medical and ethical considera-
tions of attempts to develop human stem
cells. And a Senate committee may review
the company’s claim at a hearing on stem
cell technology planned for | December.

Scientists, however, were startled for an-
other reason: They were amazed that Ad-
vanced Cell Technology (ACT) broadcast its
claim so widely with so little evidence to
support it. Some were puzzled that the com-
pany had tried to fuse human DNA and cow
eggs without first publishing data on the fu-

sion of DNA and eggs of experimental ani-
mals. Many doubted that ACT’s scientists
had created viable human embryonic stem
cells. And most were left wondering why the
company chose to go pubhc now wlth this
old experiment,

‘The company had inserted DNA from
adult human cells into cow’s eggs using & nu-
clear transfer technique similar to the one
used to clone Dolly, the first mammal cloned
from an adult cell. ACT' top researcher and
co-founder—devel-
opmental biologist
James Robl of the
University of Mas-
sachusetts, Amherst
—says an early ver-
sion of the experi-
ment was performed
in his UMass lab
“around 1{990.” A
student carrying out
nuclear DNA transfer

Scant evidence. Experts question whether the
cells in ACT's circular colony (top) are really hu-
man embryonic stem cells, like those from james
Thomson's lab (bottorn).

in rabbits had run out of donor cells, Robl re-
calls, and, almost as a lark, took cheek cells
from a technician and transferred their DNA
into rabbit opcytes. 1 didn’t even know about
it,” Robl says. To everyone’s surprise, the
cells began to divide and look like embryos.
“1 got very nervous™ on learning about it,
Robl says, and shut down the experiment.
Robl and his former postdoc Jose Cibel-

. 1i, now a staffer at ACT, returned to this line

of experimentation in_ 1995 to '96, when

they were working with cow embryos on

other projects. They remembered that the -

human DNA-animal oocyte combination
worked before, and “we thought, ‘Maybe we
can get a cell line” ™ this way. Cibelli trans-
ferred nuclear DNA from 34 of his own
cheek cells and 18 lymphocyte cells into
cow oocytes from which the nuclei had been
removed. Six colonies grew through four di-
visions, according to Cibelli, but only one

cheek cell colony grew beyond that stage—
" reaching 16 to 400 cells. Robl says they

didn't follow up on the work because “we
had about 15 other things we were doing,”
and developing human stem cells was not at
the top of the list. But the university did file
for a patent on the technique, granting an
exclusive license to ACT.

Robl concedes that the experiment did
not yield publishable data. He says he classi-
fied the cells as human stem cells based on
his experience of “look[ing] at hundreds and
hundreds™ of cell colonies. But Robl offered
no other data to support this conclusion.

Other researchers agree that the cells may
have had human qualities, because they con-
tinued to divide after the cow’s nuclear DNA
had been replaced with human DNA. But
Robl and Cibelli didn’t do any of the tests
normally done to show that these cells were
human or that they were stem cells, such as
looking for expression of human proteins or
growth of specialized tissues. James Thom-
son of the University of Wisconsin, Madison,
lead author of the Science paper, says that
ACT cells “meet none of the criteria” for
embryonic stem cells. And Gary Anderson of
the University of California, Davis, who has
isolated a line of embryonic pig cells, com-
ments; “Just because someone says they're

" embryonic stem cells doesn’t mean they are”

A few researchers—including Robert
Wall, a geneticist at the U.S. Department of
Agriculture in Beltsville, Maryland—were
willing to suspend their disbelief, however,
if only because they respect Robl. He is “a
top-notch, very solid scientist,”” says Wall,
who adds that anyone who has examined a

* large number of embryonic cells can distin-
- guish real ones from impostors.

But others are less charitable. “This may
be another Dr. Seed episode,” says Brigid
Hogan, an embryologist at Vanderbilt Uni-

-versity in Nashville, Tennessee, referring to

Chicago physicist Richard Seed, who caused
a furor early this year when he announced 2
that he planned to clone humans. Although £
Seed didn’t have the means to carry out his
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Fiscal austerity creates
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sclence

project, Congress quickly drafted a criminal
ban on many types of cloning research.
Congress set that debate aside last spring

but indicated it might take it up again later .

(Science, 16 January, p. 315 and 20 Febru-
ary, p. 1123). Hogan, a member of a 1994
National Institutes of Health (NIH) panel
that proposed guidelines for human embryo
research, agrees that “it’s theoretically possi-
ble” to do what ACT claims to have done.
But the company’s announcement reminds
her of the Seed case because “it smells to
me of sensationalism”™ and seems “likely to

. inflame an uninformed debate.”

Why did ACT publicize this expenment
now? Some observers think the company
wanted to nde the PR bandwagon created by
the 6 November announcements by the labs
that had ‘isolated human embryonic stem
cells using more traditional culture tech-
niques. One group, led by developmental ge-

. neticist John Gearhart at The Johns Hopkins

University, extracted primordial germ line

~ cells from fetal tissue and kept them growing

CREDIT: (TOP) SPACE RESEARCH INSTITUTE, RAS: SOURCE: (BOTTOM) ANSIR

through 20 passages (transfers from one
plate to another) for more than 9 months.
The other group, led by Thomson at the Uni-
versity of Wisconsin, established a culture of
stem cells derived from early human em-
bryos. Thomson, whose cell line has sur-
vived 32 passages over 8 months, published
molecular data suggesting that the cells may
continue dividing “indefinitely.”

Michael West, president and chief execu-
tive officer of ACT since October, says it is
“pure coincidence” that ACT’s news came
out within a week of these announcements.
West—noting that ACT won’t benefit imme-
diately, for it doesn’t sell public stock—says

that after becoming ACT’s CEO last month, -
*I learned about the work that had been done

in 1996 ... and | wanted to develop this tech-
nology™ But he says he “didn’t feel comfort-
able” moving ahead with nuclear DNA trans-
fer experiments without getting a reading on
how future U.S. laws and regulations might
affect the field. “So 1 decided, ‘Let’s talk
about the preliminary results,” " says West.
“Let’s get NBAC to help clear the air™

West notes that some information on
ACT’s mixing of human and cow cells was
already public. In February, the World Intel-

lectual Property Organization in Geneva had

published Robl’s application for a patent on
“Embryonic or Stem-like Cell Lines Pro-
duced by Cross Species Nuclear Transplan-
tation” (WO 98/07841). It describes the
Robl-Cibeili experiment’of . 1996 and stakes
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BRUSSIAN SPACE SCIENCE

broad claims to stem ccll technology based
on transferring human or animal DNA into
an animal oocyte. After being approached
by the staff of CBS’s news show 48 Hours,
West says, he arranged to discuss the re-
search in exclusive but simultaneous releas-
es to The New York Times and CBS. The

CBS report aired on 12 November.

Robl confirms it was West, and not the
scientific staff at ACT, who initiated the an-
nouncements. “I wouldn’t have had the guts

to do it,” Robl says, although he agrees it is .

important to debate ethical concerns that

.might impede the technology.

These ethical concerns may get an airing
next month. Senator Arlen Specter (R-PA),
chair of the appropriations subcommittee that

" approves the budget for NIH, is planning a

hearing on | December. There, NIH director
Harold Varmus and developers of new hu-
man cell technologies are expected to testify
about federal restrictions on the use of em-
bryonic and fetal tissue and their impact on
biomedical research. That discussion may
now be expanded to include questions about
ACT? single experiment.  —ELIOT MARSHALL
With reporting by Elizabeth Pennisi.

Station Launch Hides
Lingering Woes

Moscow—Valery Bogomolov welcomes
the scheduled launch today of the first piece
of the international space station as a sign of
the world’s commitment to space explo-
ration. But the launch is also a bitter re-

Miraculous results. Biomedicine got the largest slice of Russia’s $20 mil-
lion of research on Mir, both in dollars and number of projects (in blue)

[] Biomedicine

. D Earth sciences

[ ] Materials sciences
D Biotechnology

D Solar system studies
D Geophysics

[ ] Space propulsion
D Microgravity

D Astronomy

E] Other

Still grounded. Managers hope to get the
Spectrum-X-Gamma mission into orbit by 2001.

minder to Bogomolov, deputy director of
Russia’s premier space biology facility, the
Institute for Biomedical Problems (IBMP),
of his country's recent decision to sell
NASA thousands of hours of station time
earmarked for research by Russian cosmo-
nauts for the $60 million needed to com-
plete a key station component (Science, 9
October, p. 206). “It was very sad for us,
and for Russian science,” says- Bogomolov,
whose institute is scrambling to plan experi-

ments on the ground that were meant to be

done in space. “We had no warning.”

As the rest of the space community read-
ies its payloads for the $50 billion interna-
tional space station, Bogomolov and his
Russian colleagues must resign themselves
to a limited role until at least 2003, when
they will vie for a
share of research time
aboard the completed
station. And the lost
opportunity is only one
of several continuing
crises for Russian
space science. The
launch of the Russian-
backed Spectrum-X-
Gamma spacecraft, a
$500 million interna-
tional effort to study
x-rays, is running al-
most a decade’ behind
schedule. Even a last-
ditch effort to postpone
the dismantlement of
the Mir space station,
allowing some biology
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A Cloning Claim’s Controversies

Massachusetts Firm Says It Created Embryo Out of Human, Cow Cells

By Rick Werss
Washington Post Staff Writer -

Saenusts,eﬂnastsandﬁederalregu-
lators scrambled yesterday to sort out

the many controversial issues raised by

a small biotechnology company’s an-
nouncement that it had used cloning
techniques to create an embryo out of
human and cow cells.

. The work, conducted in 1995 and
1996 at Advanced Cell Technology of
Worcester, Mass., but not made public

Several critics, however, said they
suspected the company had made a
business decision to ride a new wave of
interest in cultured embryonic cells,
spurred by recent promising reports
published in scientific journals. In con-
trast to those recent studies, West's
company has not submitted its findings
-for review and publication in a research
journal. Instead it released its findings
to the New York Times, which ran a
report about it yesterday. That sug-
gestedtosomethatthe company was

unﬁlysterday,waspartofaneffm‘tto primarily trying to position itself to

make medically.useful-tissues:biit?

= ‘app&rstobethe dommatanyone?a

Lhascometodomngahmnanbemg.
-~ Among ‘the’ many- qitestions raxsed
by the . revelation -was whether ;the

Tresearch broke a ban on the use of»{

\federal” funds  for embryo research;”

make an an intellectual property claim
on cell transplant technology.

“What do they have? They've got no
publication, they’ve got nothing,” said
George Annas, a professor of health
law at Boston University, “All they
have is the opportunity to tag along

John Gearhart, who last week pub-
lished a scientifically reviewed report
showmg he had isolated human embry-
onic stem cells from fetuses, agreed,
saying the new report reminded him of
the much ballyhooed and ultimately
disproved clajms of “cold fusion” earti-
er in this decade.

Experts also questioned the legal
and ethical basis of the work. Congress

- has bannied federal finding for human
embryo research, and Gearhart, Peder-
senand others work in labs from which

federally purchased equipment has
been scrupulously excluded. :
West said the company’s embryo

work was done using only corporate

- funds, but officials at the University of

Massachusetts said they were unaware
that any of the labs in the building
where the work was done had been

x Maﬁbypa&edFoodand;Dmg with the other stem cells in the news.
il Admzsﬁa&onnﬂ&onr&eardx,and They're saying, Let’s cash in.’”

,,,,,, West said the company’s team had
wethmrewewboardattheUmvezsﬁyof fused a human skin cell to a cow’s egg
~Massachusetts.in Ambierst, where'the  whose genes had been removed. The
company-sipported work was done. 3 fluids that remained in the gutted cow
“Those and other uncertainties led  egg caused the genes in the human cell
several experts yesterday to call upon ~ to revert to their primordial state, as
Congress and the White House to  though they were back in a developing
clarify the regulatory framework with-  buman embryo. The fused cel] divided
in which human embryo research and . several times, and microscopic exami-
other hightech human studies are nation indicated that some of the

-specially cleared of all equipment pur-
chased with federal grant money, “We
don’t have an NIH room and an NSF
room and so on,” said Michael Wein- -
berg, special assistant to the vice
chancellor for research. “Faculty mem-
bersgetﬁmdedandmeygofmmmom
to .
j 'IheroleoftheFDAa]soremmnedh -

unclaaryesterday ActmgH)ACom: 7

P

onducted. e e
/“We will be_ contacting the- Whlte

-Iouse today to ask that the presxdent
{"1ave-the: National ‘Bioethics Advxsory

Commission exarnine. these issues;”

Said- Ca:l Feldhaum, prwdent of the

Bi ~Industry:
© Jwho. satdhewasexmtedbythe find-
mgsbutwasconeemedbyﬂ;elackof
© 'regulatoryclarity. o

UThe-Worcestér company produced

one cloned human

the first ever made—and perfermed
the unprecedented crossspecies hy-
bnd;zauonofahumaneeﬁandamw

Ivkchael West, president of the com-
pany, said in an interview yesterday
that although the technique was very
similar to that used to clone Dolly the
sheep, he had no intention of cloning
adult humans. Rather, the project’s
goal was to grow replacement cells and
tissues for transplantion into people
with diseases.

West said he had recently reopened
the files on the dormant experiment
and concluded that it was largely
successful. He was publicizing the

«, findings, he said, because the company
had the moral responsibility to get

. feedback from the public before going
; any further.

Assomatxon:"

resulting cells resembled stem cells, ©

which scientists hope to harness for -

medical purposes and for which the
company has submitted a patent claim,

Other'scienﬁstsdisputad West’s
conclusions, however, saying the
Worcester team never did the basic -
tests used to see if cells are really stern
cells. West confirmed those tests were
never done. :

Roger A. Pedersen, a stem cell
researcher at the University of Cali-
fornia, San Francisco, said the com-
pany’s claim of having isolated stem
cells shocked him. “One must be very
circumspect about such a fanciful no-
uonmthoutgaoddaiatosxpportlt,
hesaid.

Moreover, Pedersen and others

said, experiments in other species have
shownthathybndembryosmadeﬁ'om
divergent species grow poorly and
suffer many defects becausé of an

incompatibility between the newly

transférred genes (in this case human)
and so-called mitochondrial genes that
are left behind in the fluid of the gutted

egg.

“There’s a carefully choreographed
dance between nuclear DNA and mito-
chondrial DNA,” Pedersen said, saying

he doubted- the Massachusetts teant’s -

oellswouldhavemudlmwmlvalue

@3@ mﬁ% nRgion
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fxfﬁxeworkwasbascres&rchﬂlenthe,"

" - Gompany. was under no obligation to
. get approval from the agency, but if it

' was done with the intention of develop-

“ing’a cellular therapy for use in humans

thenthecompanyshoddhaveﬁledfor
-“an Investigational New Drug applica-
!_tion:'With-only a. newspaper report.to

describe what the team did, he said, it

‘remained unclear to him which catego-
_ 1y thework belonged in.
Others questioned how the universi-
ty's institutional review board could
approve the speciestmnixing research.

Weinberg, who heads that committee,

said the group only considered wheth-
er it posed a risk to the researcher who
donated his skin cells. But other ex-
perts said such committees are clearly

required by federal law to consider the

full range of scientific and ethical issues
taxsedbypmpo@mem-dz.’lheywd
the committee’s quick approval gives
credence to a recent federal report that
called for a major overhaul of the
nation’s local research review system.
“What this whole business shows is
that we are in a regulatory nightmare”
said Glenn McGee, a professor of
bioethics at the University of Pennsyl-
vania. “It's going to be impossible to
state whether these things are really
human, let alone how to protect them.”
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| Researchers Claim

Embryonic Cell Mix

N\
P\ By NICHOLAS WADE

Venturing deep into uncharted
realms of ethics .and medicine, a
small biotechnology company said
yesterday that its scientists had for
the first time made human cells re-
vert to the primordial, embryonic
state from which all other cells de-
velop, by fusing them with cow eggs
and creating a hybrid cell.

The research comes from -biolo-
gists who are well known in their

. field but has yet to be confirmed or

published in a scientific journal
Their company, Advanced Cell Tech-
- nology of Worcester, Mass., said the
method could eventually be used to
grow replacement body tissues of
any kind from a patient’s cells, side-
stepping the increasing scarcity of
organs available for transplant and

" the problems of immune rejection.

The technique is likely to concern
and perplex ethicists because it
would involve the creation of an em-

“bryonic cell that is part human and
part cow, consisting of a human
cell’s nucleus in a cow egg whose
own-nucleus had been removed. The
company said the hybrid cell quickly
became more humanlike as the hu-
man nucleus' took control and dis-
placed cow proteins with human pro-

teins. Creation of the embryonic cells
is an important component of a strat-

" egy that in principle offers high med-
. ical benefits if it can overcome the

high barrier to public acceptance.

The technique would. involve creat-
ing an embryo of uncertain moral
status, and one that crosses the bar-
rier between humans and other spe-
cies. Even though a hybrid would be
in the form of cells, not a whole
organism, the concept of half-human

. creatures arouses deep-seated anxi-

ety, as is evident from the unfriendly
powers ascribed to werewolves, cen-
taurs, mermaids, Minotaurs and oth-
er characters of myth and folklore.
“Many people are going to be hor-
rified by this scenario, others will

~ say ‘So what?’ "’ said Thomas Mur-

ray, director of the center for bio-
medical ethics at-Case Western Re-
serve University in Cleveland and a
member of the National Bioethics
Advisory Commission. *This is the

 sort of thing that makes me very

uncomfortable,” Dr. Murray said. ‘I
think we are likely to. get a very
powerful reaction to it, and T would

" like for all of us to have a breathing

space here to articulate our moral
concerns.” :

-Another serious uncertainty is the
preliminary nature of Advanced Cell

" Technology’s work. No article has

yet been submitted for peer review
and publication.in a scientific jour-
nal, an essential touchstone of credi-
bility. Scientists asked about the
company’s work said they would re-
quire much’ more proof before be-
lieving that human embryonic stem-
like: cells had been created as the
company' contends, and some were -
skeptical that: the technique would
work.

PHOTOCOPY

PRESERVATION

Announcement

Tests.the Waters
The company said yesterday that

" OfHuman and Cow it had performed the work with hy-

brid cells two years ago. Dr. Michael
D. West, Advanced Cell Technology’s
chief executive, said that he was
announcing the work to test its public
acceptability He said the company,
which is privately held, was not plan-
ning to go public or raise money now
but needed to decide whether to com-
mit money to development of the
technique. :

Some scientists praised Dr. West’s
decision to make-his work public but
others were critical, saying he has
invited a possibly fraught public de-
bate on a slender basis of fact.

Dr. West is the founder of Geron, a
biotechnology company in Menlo
Park, Calif., that has had two spec-
tacular successes this year in re-
search on aging. In January it devel-
oped a method for “immortalizing”
human cells grown in the laboratory
-by making them leap the supposedly
immutable barrier at which cells
usually lapse into :senescence. Last
week two university teams spon-
sored by Geron said they had isolat-
ed and cultivated human embryonic
stem cells, the all-purpose cells from
‘which the fetus develops. Dr. West
laid the foundations for these devel-
opments by sponsoring leading sci-
entists in the two fields. :

Researcher Uses
His Own Cells

Advanced Cell Technology, which
Dr. West joined in October; has fo-
cused on cloning and genetically
improving cows, a technology devel-
oped by James M. Robl and col-
leagues at the University of Massa-
chusetts at Amherst. Dr. West said
he hoped to use the technology to
further the idea on which he founded
Geron, that of delving into the mys-

tery of human aging and sidestep-
ping some of its processes.

The work with human cells was
performed in 1996 by Jose Cibelli, a
colleague of Dr. Robl’s at the Univer-
sity of Massachusetts. Using 52 of his
own cells, some of them white blood
cells and others scraped- from the
inside of his cheek, Dr. Cibelli fused
each one with a cow egg whose own
nucleus and DNA had been removed.
Most failed to thrive but one embryo
grew and divided five times, generat-
ing cells resembling embryonic stem
cells. Dr. Cibelli and Dr. West say the
method could be made more efficient
with present technology. They use
cow eggs because these are far
cheaper and more available than hu-

.man eggs and raise no ethical prob-

lems.

Considering this work was suffi-
cient to describe an invention, Dr.
Robl and Dr. Cibelli filed a patent
application and then set the research
aside to focus on the more immedi-

-afely practical field of cow cloning,

they said. Only two others beside
himself and Dr. Robl knew what had
been done, Dr. Cibelli said. The pat-
ent has not yet been issued but Dr.
West said he was confident of receiv-
ing “important intellectual prop-
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Clinton Asks Stt;dy of Bidto Form Part-Human, Part-Cow Cells

By NICHOLAS WADE

Saying that he is ‘‘deeply trou-
bled” by the creation of part-human,
part-cow embryonic stem cells,
which was reported last week, Presi-
dent Clinton has directed the Nation-
al Bioethics Advisory Commission to
consider the implications-of the re-
search at its meeting on Tuesday and

to, report back to him ‘‘as soon as '

possible.”

In a letter sent yesterday to the
chairman of the commission, Harold
Shapiro of Princeton University, Mr.
Clinton also "asked for a review of
embryonic stem-cell research in
general, including the all-human em-
bryonic stem cells whose isolation
was reported earlier this month.
These cells — the primordial, all-
purpose cells from which all tissues
of the body develop — were derived
from very early embryos or blasto-

- cysts "and from tlssues of aborted
fetuses.

While the President signaled con-
cern about the ‘“‘mingling of human
and nonhuman species,”” he was

-more positive about the all-human
embryonic stem cell research, not-
ing that it ““may have real potential
for treating such devastating illness*
es as cancer, heart disease, diabetes
and Parkinson’s disease.” Biologists
hope to replace diseased tissue in all
these diseases with new cells derived
from the embryonic stem cells,

But he also stressed the ethical
concerns raised by the research, tell-
ing the commission that he wanted a
“thorough review, balancing all ethi-
cal and medical considerations.”

The letter was sent after the Presi-
dent had consulted with the White
House Domestic Policy Council and
the President’s science adviser, Dr.
Neal Lane, “because he wanted the
broadest views possible — the policy
people, medical ethicists, as well as
the scientists,” an Administration of-
ficial said.

stem cell research had not dimin-
ished since his statement of 1994 but
that the benefits had become less
hypothetical.

Dr. Lane said the implications of
human embryonic stem-cell re-
search had been under review but
news of the human-cow hybrid cells,
reported last week, “clearly raised
urgent ethical, medical and legal is-
sues that the President wants ad-
dressed and that’s why he asked for
the commission to give it immediate
attention.”

Human embryonic stem cells can
develop into any of the body’s 210

types of cells, a process that happens
naturally during fetal development.
Biologists at Geron, the company

" that supported the research, hope to

grow the cells in the laboratory and

guide them to develop into heart

cells, blood cells and other tissues.
The cells would then be injected

‘into the patient and integrate with

his tissues under the control of local
body signals.

- In principle, the method could ad-
dress a range of otherwise untreat-
able degenerative diseases, as well

as relieving the severe shortage of

organs available for conventional

transplants.
Many serious technical problems
remain to be resolved, like how to

guide the stem cells down desired’

paths of development and how to
prevent immune rejection.

The ethical problems are also im-
portant because of the source of the
embryonic stem cells. In one case
the cells came from excess pre-im-
plantation embryos created in infer-
tility treatments, and in the other
from aborted fetal tissue. Both
sources were legal but research us-
ing the first would have been ineligi-
ble for Federal money.

The human-cow hybrid cell was.

also in compliance with all Federal,
state and local laws, said Dr. Michael
West, chief executive of Advanced
Cell Technology of Worcester, Mass.,
the company that supported the re-
search. 1n the hybrid cell, the cow
cell’s nucleus is first removed and
the cow proteins are expected to be
rapidly replaced with human pro-
teins as the human nucleus takes
over the cell.

Although the mingling of species
raises many questions, scientists at
Advanced Cell Technology regard
the operation as one in which the cow
egg is used simply to make the hu-
man cell’s nucleus revert to its em-
bryonic state. As the human cells can
be provided by the patient himself,

from blood or skin, there is no prob-
lem of immune rejection when devel-
oped cells grown from his embryonic
state cells are injected back into the
body. The company favors cow eggs
over human eggs because the former
are cheap, available and uncontro-
versial.

Advanced Cell Technology per-
formed its cow-human hybrid ex-
periment only once, three years ago,
and took the study only to a very
preliminary stage. Other scientists
say more evidence is needed to veri-
fy whether embryonic stem-like cells
were created.

Dr. West said he was announcing
the research now to test its public
acceptability before making further
investments in the technique.
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