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| NTRODUCTI ON *

The Nati onal Bi oethics Advisory Conmm ssion (NBAC) faces nmjor
choi ces about its deliberations on ethical and public policy issues
of human pluripotential stemcell (PSC) research. PSCs have the
potential to develop into several (but not all) of the various
cells in the body. PSCs are nore specialized than the totipotent
cells in a human bl astocyst, each of which can develop into a total
individual. In late 1998, supported by private funds, two groups
of scientists concurrently reported | aboratory culture and growth
fromPSCs of several cell lines. One group derived PSCs fromtissue

of aborted fetuses.? The other group derived human PSCs from

! The author wi shes to acknow edge the expert help of nmny
col | eague, Franklin G Mller, with prior drafts of this paper.
The paper was devel oped through discussion with the NBAC staff,
especially Andrew Siegel, Kathi Hanna, and Eric Meslin.

2 Shanblott, MJ., Axelman, J., Wang S., et. al. (1998).
Derivation of pluripotent stemcells fromcultured human pri nordi al
germcells. Proc Nat Acad Sci USA, 95, 13726-13731.
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excess enbryos donated for research.® Due to controversy about the
noral legitimacy of deriving PSCs from these sources, and for
anot her reason,* President Clinton requested a "thorough" NBAC
review of the issues "balancing all ethical and nedica
consi derations."

The due date for a draft report is June 1, 1999. " How
thorough is thorough?" and "Wat is the right balance...[of
considerations]?" are fitting questions. The author's aimis to

assi st NBAC with these queries in public bioethics.®

8 Thonson, J.A., ltskovitz-Edor, J., Shapiro, S.S., et al
(1998). Enbryonic stemcell lines derive from human bl astocysts.
Sci ence, 282, 1145-1147.

4 Letter to Harold Shapiro, Novenber 14, 1998. Pr esi dent
Clinton also requested NBAC to include inplications of a reported
attenpt to fuse a human cell with a cow egg. Wade, N. (1998)
Researchers claim enbryonic cell mx of human and cow. New York
Times, Nov. 12, p. A-1. Chairman Shapiro responded for NBAC to
this aspect of the President's request by letter (Novenber 20
1998). The letter stressed that scientific evidence was
insufficient to conclude whether the product of such fusion would
be a human enbryo. He referred to NBAC s position that creating a
child by somatic cell nuclear transfer was in the near future
noral |y unacceptable due to the high risk of harm If such fusion
did result in a chineric organismthat was not a human enbryo, he
saw no "new et hical problens” in using such organisns in research
He concluded that using non-human ova may avoid the risks and
conplications of obtaining human ova to create human enbryos for
research.

5 Comm ssioners and readers will rightly be interested in the
sources of the author's views in ethics. No one perspective or
ethical theory can possibly satisfy the demands of the noral life.
Several perspectives and nethodologies in ethics, especially the
di al ogue between "principlisnt and "casuistry”, shape the author's
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There are three major parts of this paper.

= Part | discusses three noral problenms or concerns in PSC
research and expl ores the scope of a full review The probl ens
are 1) the noral legitimcy of access to sources of PSCs, 2)
considerations of uses of PSCs in research, and 3) the
cunul ative noral effects of the ban on federal funding of
enbryo research (FFER). Part | concludes with the history of
FFER in a larger context of other controversies and

views as expressed in this paper and the acconpanying Appendi X.
Very conpl ex noral problens that face society and governnent, such
as human PSC and enbryo research, require resources from severa
et hical perspectives and tools for ethics. |In recent years, the
aut hor has with Franklin G MIller, Joseph J. Fins, and Jonat han D
Moreno and others, sought to bring the resources of Anerican
pragmatism to bear upon the tasks of bioethics. The Appendi x
di scusses the outl ook of pragmatismin bioethics. At this point, it
is wrth marking a difference between a vul gar view (pragmati smis
only concerned with what works) and a view enbracing ethical
principles but not treating themas fixed or tineless categories.

In 1922, John Dewey wote a passage that could serve as a
foreword to this paper: "..situations into which change and the
unexpected enter are a challenge to intelligence to create new
principles. Mrals nust be a growmng science if it is to be a
science at all, not nerely because all truth has not yet been
appropriated by the mnd of nman, but because life is a noving
affair in which old noral truth ceases to apply. Principles are
met hods of inquiry and forecast which require verification by the
event; and the tinme honored effort to assimlate norals to
mat hematics is only a way of bolstering up an old dogmatic
authority, or putting a new one upon the throne of the old. But the
experinmental character of noral judgnents does not nean conplete
uncertainty and fluidity. Principles exist as hypot heses wi th which
to experinent. Human history is long. There is a long record of
past experinentation in conduct, and there are cunulative
verifications which give many principles a well-earned prestige.
Lightly to disregard themis the height of foolishness. But soci al
situations alter; and it is also foolish not to observe how old
principles actually work under new conditions, and not to nodify
themso that they will be nore effectual instrunents in judging new
cases." Dewey, J. (1988) Human Nat ure and Conduct. (Carbondale, IL:
Southern Illiois University Press), pp. 164-5.
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restrictions on federal funding of research at the begi nning
of human life.

= Part |l discusses an alternative to a full review, i.e., an
i ncremental or case-by-case approach to four sources of PSCs.
Thi s approach has strengths and weaknesses.

= Part |11l is an analysis of the noral effects of FFER and
unreasonable limtations inposed by Congress on the federal
regul ati ons governing fetal research (FR). This Part proposes
that principles of respect for the intrinsic value of Iife and
distributive justice (augnented by principles of beneficence
and utility) provide enough comon noral ground fromwhich to
chart a public policy of increnmental and regul ated federa
funding of PSC research and inplenentation of the federa
regul ations on FR as originally conceived by the Nationa
Comm ssion for the Protection of Human Subjects. G ven sone
sufficient conditions, these principles could also guide
nodi fications of the ban on federal funding of PSC research
derived fromone source of enbryos. The paper concludes wth
recomendati ons to NBAC drawn fromthe prior discussion.

Earlier national comm ssions and expert panels on fetal ¢ and
enbryo 7 research conpiled an i npressive record. NBAC can build on

this record in a new scientific context of stem cell biology and

6 National Commi ssion for the Protection of Human Subjects of
Bi onmedi cal and Behavioral Research. Report and Reconmendati ons:
Research on the Fetus, 1975, U S. Dept. of Health, Education, and
Wel fare (DHEW Publication No. (OS) 76-127); National Institutes of
Heal th, Report of the Human Fetal Tissue Transplantation Research
Panel , vol. 1, Decenber 1988.

" Ethics Advisory Board, U S. Dept. of Health, Education, and
Welfare (1979). Report and Conclusions: Support of Research
Involving Human In Vitro Fertilization and Enbryo Transfer,
(Washi ngt on, DC, US Governnment Printing Ofice); Nat i onal
Institutes of Health, Report of the Human Enbryo Research Panel,
vol. 1, Sept. 1994.
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somatic cell nuclear transfer (SCNT) technology. Part 1l begins
with NBAC s tasks in relation to PSC research
PART |. HUMAN PSC RESEARCH:
CLI Nl CAL PROM SE AND MORAL CONCERNS
A. Human PSC Research
Human PSC research serves unpr ecedent ed scientific
under st andi ng of human cell devel opnent, gene function, and ot her
bi ol ogi cal questions.® Research with PSCs derived from fetal or
enbryonal (ES cells) sources is only one part of an exploding field
of stem cell biology. Another part is research with stemcells

found in adult animals.® Scientists are prepared to nove beyond

8 Keller, G, Snodgrass, H R (1999). Human enbryonic stem
cells: the future is now Nature Med 5, 151-2.

® E.g., see reports on how cells within the ependymal 1ining
of the adult nouse brain ventricles may be nulti potent neural stem
cells (NSCs) capabl e of generating new neurons and glia (Johansson,
C.B., et al. Cell 96, 25-34, 1999) and how simlar cells can
regenerate bl ood tissues when transplanted into an irradi at ed nouse
(Bjornson, C R, et al. Science 283, 534-37, 1999). Bjorklund and
Svendsen reviewed this work (Nature 397, 569-70, Feb. 18, 1999) and
commented: "We do not know whether human neural cells also arise
fromthe ependynal |ayer, or whether they have the capacity to turn
into blood. However, sim/lar enbryonic human cells can be cl oned
(Flax, J.D. et al. Nature Biotechnol 16, 1033-1039, 1998), grown
for extended periods (Svendsen, C. N, et al. J. Neurosci Methods
85, 141-52, 1998) and continue to reside in the adult brain
(Eriksson, P.S., et al. Nature Med 4, 1313-1317, 1998), so it my
not be |long before we find out."”

Ri chard Doerflinger focuses on the Bjornson study with adult
nouse stemcells to suggest that the flexibility of these cells may
make enbryo-derived PSC research "irrelevant." Doer f | i nger
Testinony, see footnote 14. This statenent |eaps to concl usions.
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research in the nouse and higher animals 1° to novel experinments
w th human PSCs.

The clinical promse of PSC research is cell-replacenent
therapy for disorders caused by early cell death or injury. ' As
descri bed bel ow, there are nmany problens and inherent dangers to
resol ve before arriving at the threshold of clinical trials of PSC
derived therapies. However, if realized, this approach to
treatnent could be of profound benefit to patients and society.
Scientists envision effective treatnment for the nbst comon
di seases, e.g., |leukem a, diabetes, Al zheiner's disease, |iver and
heart disease, injuries to the spinal cord, and many nore. Cell-
repl acenent therapies could possibly supplant the "half-way"

therapies (e.g., chenotherapy, organ transplants, henodialysis,

If it is norally acceptable to | earn about the properties of PSCs
derived fromenbryos, then the responsible scientific approach is
to conpare the properties of PSCs from various sources, including
enbryos, fetuses, and adults. If the enbryonic source proves to
have a higher risk of harmto ani mals or humans than ot her sources,
then the former should not be used because of potential harmto
patients. Doerflinger's statenent probably inplies that it is
unethical to learn about the properties of PSCs derived from
enbryos.

10 Thonson, J.A et al. (1995). Isolation of a primate
enbryonic cell line. Proc Natl Acad Sci USA 92, 7844-48.

11 Good sunmmaries of the clinical potential of human PSCs
derived fromgerm nal fetal tissue and bl astocysts of hunman enbryos
are: Cearhart, J., (1998), New potential for human enbryonic stem
cells. Science, 282, 1061-62; Pedersen, R A (1999). Enbryonic
cells for Medicine. Sci Aner, April, 69-73.
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enzyme replacenent, etc.) which are now the standard of care.?'?
Thirty-three Nobel |aureates' letter expressed these hopes to the
Presi dent and nmenbers of Congress. 3

Much basic research nust precede any trials of therapy. Dr.
Thonson !* and ot her experts caution that perhaps five years wll
be needed to lay scientific and pre-clinical foundations for trials
of cell-directed therapy. One of the highest goals in research in
the near future will be to | earn whether therapeutic uses of ES

cells carry dangers of tunorigenesis that ought not be risked.?®

12 These advances pronote renarkabl e hopes (both of cures and
profits). An exanple is WIIliam Haseltine, CEO of Human Genone
Sciences, Inc., who predicts that today's leading killers - heart
di sease, cancer, Al zheiner's disease, and the "aging process
itself" will gradually becone distant nenories. He predicts that a
century fromnow, "death will conme nmainly from accidents, nurder
or war." lgnatius, D., (1999). The revolution w thin. Wshington
Post, March 8, A-19.

13 Anerican Society for Cell Biology, Letter to the President
and Menbers of Congress, March 4, 1999. Cting a |large body of
successful work with nouse PSCs, the letter states that PSC
research has "enornous potential for the effective treatnent of
human di sease,” and argues that the President and Congress should
permt federally funded researchers to work with PSCs.

4 Smaglik, P. (1998). Stemcell scientists caution: clinical
applications remain years away. The Scientist, 12, 1,6, Nov. 23.

15 "Mpuse ES cells are tunorigenic, growing into teratoms or
teratorcarinomas when injected anywhere in the adult nouse. There
IS no reason to believe that human ES cells will not be tunorigenic
i n humans. Whatever neans we use to separate the undifferentiated
ES cells fromthe desired, differentiated progeny to be injected,
we W Il have to be abvolutely sure that the separation is conplete.
As yet, we do not know the m nimal nunber of ES cells necessary to
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Conti nued research in the nouse and new research with ES cell |ines
shoul d should resolve this issue one way or the other. There is
consensus in the scientific conmunity that support by the Nationa
Institutes of Health (NIH) and the National Science Foundation
(NSF) of PSC research will both enrich and shorten preparation for
clinical trials of cell-replacenent therapies.

B. Moral Problens of PSC Research

Al ongsi de these hopes, difficult noral and public policy
concerns confront scientists, policy nakers, and the public.
PSC research raises three specific noral problenms: the noral
| egiti macy of access to sources of PSCs, considerations of uses of
PSCs in research, and the noral effects of the current federal ban
on enbryo research

1. Access to Sources of PSCs.

forma tunor or the length of tinme necessary for tunor devel opnent.
The answers to these questions wll not come fromexperinments with
m ce ecause mce are too shortlived to provide an adequate test. It
is entirely possible that we will have to provide sone genetically
designed fail-safe nmechanism a "suicide' gene, which will enable
us to destroy transplanted cells if they beconme tunorigenic."
Solter, D., GCearhart J. (1999). Putting stem cells to work.
Sci ence, 282, 1468.
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Tabl e 1 ranks access to sources of PSCs by degree of noral and
| egal acceptability and of noral controversy.'® The discussion
refers to access to sources as "Cases" 1, 2, 3, and 4.

Table 1. Sources For Deriving PSCs

Case 1. PSCs derived from human fetal tissue follow ng
el ective abortion (e.g., Gearhart research).?

Case 2. PSCs derived from human enbryos available in
excess of clinical needs to treat infertility byinvitro
fertilization (IVF); wth informed consent, parents
donate excess enbryos for research (e.g., Thonson
research). 18

Case 3. PSCs to be derived fromhuman (or hybrid) enbryos
generated asexually by SCNT (using enucl eated human or
ani mal ova).1°

' These questions about degree of controversiality could
clearly be studied in public opinion. The results are crucial to
public policy formation. Public policy making that ignores public
opinion courts disaster, not because it should always cravenly
foll ow public opinion, but because it is prudent to |egislate
against reliable know edge of what the public thinks about a
particul ar issue.

17 See footnote 2 above.
18 See footnote 3 above.

9 This work has not yet been done in the nouse. (Brigid
Hogan, personal communication, March 12, 1999) A report has cast
serious doubt on clainms of Korean researchers to have cloned a
human enbryo by transferring the nucleus of a somatic cell into an
enucl eated egg cell, both fromthe sane patient. Baker, M (1999),
Sci ence, 283, 617-18. A U. S. biotechnol ogy conpany al so di scl osed
a 3 year old experinent (but no scientific report) fusing an
encucl eated cow s egg wiwth a human cell. Wade, N. (1998, Novenber
12). New York Tinmes, p. A1l
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Case 4. PSCs to be derived from human enbryos created,
with informed consent, fromdonated ganetes for the sole
pur pose of research.?

Overvi ew of the paper.. Federal agencies may not legally fund

any research to derive PSCs from enbryos, although "therapeutic"
enbryro research is pernmtted by the |anguage of the ban.?' Part
|1 explores an increnental approach to the ethical issues raised by
access to these sources. An increnental approach could al so guide
the reformof federal science policy on funding sources of PSCs.
Federal policy is already changing to permt sone fundi ng of
PSC research. The General Counsel, Departnent of Health and Human
Services (DHHS) has advised 22 the NIH that it can legally fund

"downstreamt research with PSCs derived by private funds but not

20 Research enbryos are created by infertility researchers in
the private sector in the US., and law in the UK permts the
creation of research enbryos under strict control. No research
wi th PSCs has been reported with "research” enbryos as the source.

2l The | anguage of the ban on FFER is nodelled after the
| anguage of an earlier Congressional ban on fetal research, which
permts research designed to "enhance the well-being or neet the
health needs of the fetus or enhance the probability of its
survival to viability.." The Health Research Act of 1985, Sec. 498
(a) (1). To conduct "therapeutic" research with enbryos w thout a
foundati on of prior know edge gai ned t hrough i nvesti gati ve research
i nto pathophysiological and genetic questions would be totally
irresponsible. A solid pre-clinical basis nust be laid for any new
stage of therapy. Nonetheless, it is |egal under the federal enbryo
ban to attenpt such therapeutic experinents.

22 Menorandum Harriet S. Rabb to Harold Varnus. Federal
funding for research involving human pluripotential stem cells.
Jan. 15, 1999.
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derivation of PSCs at the blastocyst stage. This legal opinionis
controversial and silent on the noral issues discussed in the next
section. Nevertheless, if a) Congress allows the |legal opinion to
stand, b) the NIH successfully oversees and gui des the new step, 2
and c) inportant scientific and pre-clinical information takes the
field to the threshold of clinical trials and it can be shown
clearly that access to a source of PSCs in Case 2 is the only way
to cross that threshold, then a | egal nodification of the ban could
be justifiable. Part 11l of the paper gives a noral argunent based
in part on these conditions for federal funding of access to
enbryos in Case 2. The argunent nakes two assunptions: first, such
conditions will develop in the near future; second, there may be
ot her other reasonable alternatives to |iving human enbryos as

sources of ES cells required for clinical trials.

23 Draft NIH Gui deli nes for Research Involving Pluripotent Stem
Cell Research. For discussion at the neeting of the Wrking G oup
of the Advisory Conmttee to the Director, NH April 8, 1999
Wthout using the ternms "ethical" or "noral", these guidelines
state that N H funded investigators who use PSCs "should" do so
only if suppliers of such cells have docunented that: 1) the PSCs
were derived from excess enbryos donated in the context of
infertility treatnent, 2) were donated in the context of practices
of informed consent with safeguards agai nst undue or "even subtl| e"
pressure to donate, and 3) that the PSCs were not derived from
enbryos created for research purposes. These carefully worded
gui del i nes assune, wthout further argunent, noral reasons for
prescribing these special duties.
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The discussion will show that Cases 3 and 4 pose nmny nore
difficult issues for federal funding for access to enbryos than
those that arise in Case 2. Human enbryos have not yet been
created by SCNT, making it premature to deliberate on Case 3. Wuld
t hese SCNT-created enbryos be biologically identical or different
fromthose in Cases 2 and 4? Mre research in animals nust prepare
the way for SCNT research with human cells. The argunents for
federal funding of access in Case 4 are stronger today than in 1994
because of PSC research. However, using federal funds to generate
enbryo only for research is controversial enough to overwhel m
rati onal debate about federal funding of deriving ES cells in Case
2. Phased access to enbryos in the federal sector of science is a
concept that parallels an increnental approach to review of the
four sources of PSCs.

Transition: Can Access Be Separated from Uses?

Before a section on uses, the "separability" of the issue of
access to enbryos ought to be exam ned. The NIH has already
officially separated the issue of access fromuses. The agency's

| egal advice was al together silent on ethical issues. Nonetheless,
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the menmorandum |oudly begs the question of the norality of
derivation. 24

The nmenorandum makes noral sense only on a prem se that the
legal permssibility of deriving enbryos in sone states wth
private funds is a noral floor for derivation. This paper adopts
a prem se, anong others, that the norality of access to enbryos is
logically and norally prior to the issue of uses of PSCs in
research. Further, a social practice of access to enbryos (however
created) for research requires a persuasive noral argunment to
justify it in a society and a Congress now divided over the
subj ect .

Ironically, the lack of a unified national policy for enbryo
research makes it possible for the NNHto take this direction. The
hi story of Congressional inactiononinfertility and thelimtation
of the ban to federal funding |eaves activities in the private
sector unregulated. A variety of privately funded practices in

enbryo research operate at the margins of public life.

24 Sone nenbers of Congress responded to the noral as well as
the I egal question. Section 3 of this part of the paper discusses
their position.
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Federal |aw does not prohibit enbryo research in the private
sector. The legality of PSC research in the various states is a
conplex topic.?® Andrews wites:?2

In 24 states, there are no laws specifically addressing

research on enbryos and fetuses.?” 1In those states, enbryo

stem cell research is not banned. However, other | egal
precedents covering i nf or med consent, privacy, and
commerci alization, cone into play.

From a prem se of constitutional protection of the choice of

el ective abortion, in 1990 the Human Fetal Tissue Transpl antation

2> Based on her latest research on the subject, Andrews
wites: "...statutory and court precedents dealing with enbryo and
fetal research, abortion, organ transplant, and paynent for body
tissue all have ram fications for work i nvol ving enbryo stemcells.
Yet no two states have identical |aws covering these procedures.
Sone type of enbryo stem cell research is permssible in
virtually every state. [North Dakota has statutes that could be
used to prohibit both the Thonson and Gearhart technique] Yet,
because of differences in state |laws, certain states would ban the
collection of stemcells fromenbryos that were created through in
vitro fertilization. [Florida, Louisiana, M ne, Mssachusetts,
M chi gan, M nnesota, North Dakota, Pennsylvania, and Rhode | sl and]
In other states, a prohibition would only apply to the isolation of
stemcells from aborted enbryos and fetuses.” [Arizona, |ndiana,
North Dakota, Gklahoma, and South Dakota]. See: Andrews, L.B.
(1999). State regulation of Enbryo StemCell|l research [draft]. NBAC
Comm ssi oned Paper, p. 1 and notes.

26 See footnote 23 above, p. 3.

27 These states are: Al abama, Col orado, Connecticut, Del aware,
District of Colunbia, Georgia, Hawaii, Idaho, Ilowa, Kansas,
Maryl and, M ssissippi, Nevada, New Jersey, New York, North
Carolina, Oegon, South Carolina, Texas, Vernont, Virgina,
Washi ngton, West Virginia, and W sconsin.
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Research Panel 22 argued that it could separate its deliberations
on the norality of the uses of fetal tissue fromthe norality of
abortion. The Panel took no explicit position on the norality of
abortion.?® In theory, NBAC could take the sane approach wth
enbryo research

The approach's main appeal is reduced controversy. However,
there are inportant reasons reasons for NBAC to be | ess confident
in using this approach with enbryo research. The first reason
arises from variability in the law as a trustwrthy floor for
norality.

Law does express noral beliefs and values. Rightly seen, |aw
is afloor for norally perm ssible acts but not a ceiling for noral
ideals. Nonetheless, in houses and in law, one finds strong and
weak floors. Different elenents contribute to these strengths and

weaknesses.

28 See footnote 6 above, Human Fetal Transpl antation Research
Panel (1990) vol. 1, question 1, pp. 1-2.

2 A prior national conmm ssion essentially decided not to
defend the norality of abortion in the context of a report on
genetic counseling and screening. The conmm ssion was, however,
very critical of the use of prenatal diagnosis for sex selection
only. President's Conm ssion for the Study of Ethical Problens in
Medi ci ne and Bi onedi cal Research. (1983). Screening and Counseling
for Genetic Conditions. (Washington, DC. U.S. Governnent Printing
Ofice), p. 58.
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Absence of legal prohibition is a weak floor for noral
acceptability of access to enbryos conpared with the strength of
| aws that bar unwarranted intrusions into a |awful choice, e.g.,
federal court decisions and state |laws protecting the liberty to
choose abortion. Law does not bar sonme activities and choi ces open
to serious noral challenge, such as sex selection by prenatal
di agnosis. Enbryo research is open to serious noral challenge,
but this activity can be norally defended and justifi ed.

Col l ective noral experience and scholarly ethical reflection
(on both sides of the issue) can be |ikened to strength-giving
el enents. These elenents are plentiful in the floor of |aw on
abortion conpared with federal or state |law on enbryo research
Congress first banned federal funds for enbryo research in 1995
with no careful attention to consequences for patients, science, or
society. In 1994, Andrews wote: "enbryo research per se has rarely
been the subject of state legislative scrutiny."3 There has since

clearly been nore scrutiny and legislative activity in severa

30 My noral viewpoint does not equate enbryo research with
prenatal diagnosis for sex selection. This statenent about enbryo
research being "open to noral challenge" acknow edges the
seriousness of noral views holding that society ought to protect
human enbryos from research activities. The relevant issue for
public policy is the warranted degree of protection.

31 Andrews, L. (1994). State regulation of enbryo research
In National Institutes of Health, Papers Conm ssioned for the Human
Enbryo Research Panel, vol. 2, p. 298.
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states. However, as reported by Andrews, state laws relevant to
PSC research vary widely. 2

For these reasons, NBAC cannot proceed on the basis of absence
of state | aw on enbryo research with as nuch confidence to work on
PSC research as prior panels and comm ssions were able to do from
a basis in law on abortion. |If NBAC did so proceed, an objection
woul d surely be that NBAC avoi ded the noral debate on access but
smuggl ed in a perm ssive position beneath a shaky | egal argunent.
Access to |live enbryos for research requires a stronger nora
def ense than one afforded by an absence of |aw

Al so, advances in stemcell biology have dramatically changed
the scientific context. NBAC can contribute an ethical anal ysis of
enbryo research in this new context and al so account for severa
criticisns of the noral perspective adopted by the NI HHuman Enbryo
Panel in 1994.% Can the NBAC cone to consensus on access to
enbryos for research? This question nust be explored. Whatever
t he out cone, the NBAC can t hen assess public policy recommendati ons

that it desires to nuke.

32 See footnote 23 above, p. 13.

33 See especially, Charo, RA (1995). The hunting of the snark:
the noral status of enbryos, right-to-lifers, and third world
wonen. Stanford Law & Policy Rev 6, 11-27; and Annas, G J., Caplan,
A, Elias, S (1996). The politics of human enbryo research -
avoiding ethical gridlock. N Engl J Med 334, 1329-32.
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2. Uses of PSCs in Research

The argunent is that the norality of access to sources of PSCs
is logically and norally prior to questions about uses. Concerns
about uses of PSCs are beside the point if it is norally
unacceptable to access any sources, e.g., 1in Cases 1-4.
Nonet hel ess, is it norally acceptable for scientists to access al
four sources for PSCs? Part Il offers ethical and public policy
reasons why NBAC can be nore confident about the noral
acceptability and rationale for federal funding of access to
sources of PSCs in Case 1 and 2 than it can be --at this tinme-- to
sources in Cases 3 and 4.

The rest of this section on uses assunes the argunents of Part
Il and a prem se that there are no overriding noral reasons why
society or patients nust forgo benefits fromresearch in Cases 1
and 2. There are good reasons -- scientific, ethical, and
political -- for NBACto treat uses of PSCs derived in Cases 3 and
4 with far nore restraint and cauti on.

ldeally, reflection on permssible uses would occur in a
cultural framework of settled ethical and |egal boundaries for
enbryo research, such as exist in the United Kingdom However, the
United States has two universes of science and the funding of

science: public and private. Descriptively, when it cones to
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enbryo research, these divided universes respectively permt an
overly permssive norality in the private sector and inpose an
overly protective norality in the public sector.3* Nonetheless, as
a bioethics comm ssion, NBAC is obliged to address ethical issues
as if it were possible for noral purposes to unify these two
uni verses. % NBAC s work on the ethics of PSC research could
eventually contribute to a wunified public policy on enbryo
research. However, if NBAC s public policy recommendations are to
be useful in the present context, it must account for the reality
of these two di chotonmous noral spheres within one nation.

Three Types of Uses of PSCs in Research. Dr. Varnus 3¢ and

ot hers®” describe three general areas of research uses of PSCs: 1)
studying the efficiency and regul ati on of human PSC and cell |ine
differentiation in culture, 2) studying toxicity and beneficia

effects in the context of drug devel opnent, and 3) grow ng cells of

3 Insofar as this division of noralities is a politica
conprom se to aneliorate conflict, the political advantages to the
public sector are far |ess secure when the promse of curing
di seases i s tangible.

3% Such unification was indeed acconplished in the early
debates about DNA research, which led to the creation the NIH s
Reconbi nant Advi sory Commttee (RAC)

36 Varnmus, H. (1999). Testinony before the Senate
Appropriations Subcommttee on Labor, Health and Human Servi ces,
Educati on and Rel ated Agencies. Jan. 26, p. 3.

37 See footnote 7 above.
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different types for transplants to repair or replace patients'
injured or dying cells.

Questions of scientific nerit, utility, and linkage to | arger
di sputes ought to be raised about all proposed uses of enbryos in
research. Del i beration ought to focus first on issues of
scientific justification and utility and secondly on potenti al
I i nkage to unresol ved and controversial uses. |If enbryos are to be
used in research, the scientific reasons need to be coherent and
defensi ble in peer and | RB revi ew processes. The nunber of enbryos
needed for experinentation is related to an obligation to use the
m ni mal nunber required to gain the desired know edge. This issue
of nunber is related to the supply of enbryos for research. Supply
is shaped by practices in infertility treatnent centers and the
percentage of |VF enbryos that will be eventually discarded. 38

Sone proposed uses of PSCs are linked to | arge and unresol ved
controversies still facing society and policy nmakers. For exanpl e,
if NBAC "thoroughly" reviewed Cases 3 and 4, it would need to
revisit fully the debates about human cl oning and hunman germline

gene transfer.

38 Part Il gives sone prelimnary information on this situation
whi ch ought to cause concern but requires nore research for
definitive results.
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Uses: I medi ate, Possible, and Controversial. Scientists agree

that the nost imediate uses of PSCs are in studies of cell
differentiation and di fferences between properties of PSCs derived
fromfetal tissue (Case 1) and donated enbryos (Case 2) and between
cell Iines grown fromthese two sources. In ternms of preparation
for clinical trials of cell-replacenent therapy in human bei ngs,
the i medi ate uses can be described as the first of three stages.
Stage 1, a purely scientific phase, ainms at know edge about
properties of human PSCs and cell lines derived from avail able
sources of PSCs, i.e., enbryonic stem (ES) cells and fetal germ
(EG cells. *® This know edge is necessary to prepare for Stage 2,
a pre-clinical phase in which answers to the desirability of trials
in humans are pursued wth animals as well as in the |aboratory.
Stage 2 al so involves the choice of one or nore candi date di seases

for whic to nount clinical trials. |f a consensus can be reached

3 "Many questions related to the possible therapeutic use of
human ES cells have not been addressed in nouse ES cells sinply
because of the |lack of interest. Fortunately, our understandi ng of
t he nol ecul ar pat hways of differentiation and the nol ecul es that
mark specific cell types is extensive. This know edge shoul d help
us to answer the follow ng questions: Can human ES cells be forced
to differentiate along a desired pathway? Can we nmake all ES cells
in a culture sinmultaneously develop along that pathway? Wat
exactly are the internediary cell types and how can they be
defined? Whi ch markers and whi ¢ nmet hods can be used to sort out the
desired cell types? Human ES cell lines wll providemany of the
answers to these questions.” Solter and Gearhart, see footnote 15
above, p. 1469.
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on the pre-clinical and ethical considerations of the first trial
or trials in humans, Stage 3 is a series of clinical trials in
humans of investigational cell-replacenent therapies. Stage 2 ains
at the scientific feasibility and noral justification of human
trials. Stage 3 ains to answer the question: is cell-replacenent
t herapy safe and effective in human bei ngs?4

Rel evant to Stage 1, Dr. Brigid Hogan % noted differences in
DNA between cells derived fromEGs and ESs. The differences may be
due to nethylation, a process that protects recognition sites of
DNA and plays a regulatory role in gene expression. Cells derived
fromEG may have | ess nethylation than normal. The scientific and
clinical inport of these differences needs exploration and raises
no special noral concerns. Dr. Hogan stressed the necessity of
access to both types of cells for this purpose. Arelated task is
to study differences between ES and EG cell |ines and those grown

fromstemcells recovered fromadults or chil dren. 42

40 Stage 3 enconpasses a series of phases (One through Four)
of clinical trials that scientists describe as needed to prove
safety and efficacy first in small nunbers and later in
popul ati ons.

41 Hogan, B.L.M (1999). Statenment to NBAC. Feb. 3, p. 3.
42 See footnote 8 above.
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Dr. Gearhart % outlined sone straightforward questions about
PSCs derived from excess enbryos (Case 2): i.e., about ways to
assay bl astocysts for their potential of yielding PSCs (perhaps by
searching for genes that predispose for this capacity), to produce
nore cell lines than the five grown by Thonson's work, as well as
other intrinsic or extrinsic factors that foster success.
Presumably, wusing PSCs and cell 1lines in research on drug
devel opnent will build upon prior research on differentiation and
know edge about cell lines growm from PSCs from vari ous sources.

If it is possible to generate human enbryos by SCNT, and Case
3 is feasible, many of the sane studi es descri bed above need to be
repeated. Wuld there be differences between the properties of
PSCs derived from SCNT- gener at ed human enbryos and cel |l |ines grown
fromEG and ES cell s? As discussed by Solter and Gearhart, "at the
outset, it was realized that the full therapeutic potential of ES
cells will depend on using ES cell |lines derived fromthe patient's
own cells for tissue replacenent." 4 Eventually, studies will be
needed of the feasibility of autol ogous cell replacenent therapy to
avoid the graft-vs.-host reaction. Qught these enbryos, created by

cl oning technol ogy, be regarded with the sanme degree of respect

43 at note 1, 1062.
44 See footnote 15 above, p. 1469.
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deserved by sexually created enbryos? This question has already
surfaced i n NBAC di scussion. % Solter and Gearhart raise the basic
et hical question as to whether creating enbryos by SCNT to be used
only to derive ES cells is permssible.* The answers to these
guestions needs careful reflection related in part to scientific
i nformati on not now avail abl e.

Research enbryos (Case 4) as a source of PSCs will be needed
to create banks of nultiple cell lines representing a spectrum of
alleles for the nmmjor histoconpatility conplex.* This goal
requi res that ova and sperm of persons with specific genotypes be
selected to create enbryos fromwhich to derive particular PSCs.
This use falls into the donmain of Case 4, and is an activity
simlar to studying when alleles begin to express DNAin the enbryo

in a context of understanding the origins of particul ar di seases. %

45 National Bioethics Advisory Conm ssion, 26th Meeting,
January 19, 1999, pp. 16-17.

4 They wite: "Society must decide whether the therapeutic
benefits justify denying full developnent to the constructed
enbryos."” See footnote 15 above, p. 1469.

4 This approach to "large panel s" of cell lines is envisioned
by Solter and Gearhart as a way to circunvent the necessity of Case
3, "so that everybody will find a match or by elimnating or
altering the histoconpatiability antigens, t hus creating

“universal' donor lines." See footnote 15 above, p. 1469.

48 An exanple of the study of gene expression in the enbryo
is Bondurand, N., et al. (1998). Expression of the SOX10 gene
during human devel opnent. FEBS Letters 432, 168-72, Aug. 7. This
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Infertility centers, using private funds, now create enbryos to
study the viability of frozen ova or to i nprove the nmedi umin which
enbryos grow after IVF. W nust expect that sone privately funded
research with PSCs w |l occur in the context of Case 4. This work
is regulated only by the ethics of professionals. This source of
protection is at best porous in a current marketplace of largely
unmanaged conpetition that can overwhelm the integrity of
prof essional self-regulation in nedicine and research.* Shapi ng
a unified policy and regul atory oversight for U S. enbryo and fetal
research is a long-termand daunting task. This task is al nost as
daunting as extending constitutionally guaranteed protections to

all human subjects of research and to expand regulation and

gene is the key factor in Shah-Wardenburg syndrone. A paper was
prepared for the Human Enbryo Research Panel in support of a case
for recruiting enbryos fromcoupl es whose children were at risk for
cancers caused by genomc inprinting: Fletcher, J.C , Waldron, P.
"Chi | dhood Cancers and Human Enbryo Research,” April, 1994. The
Panel's report cites the paper, vol. 1, with a notation that the
argunments in the paper "are open to debate and not accepted by al
experts."” Current research on genom c i nprinting assi sts counseling
and prenatal diagnosis, e.g., Buiting, K, et al., (1998). Sporadic
inpriting defects in Prader-WIIli syndrone and Angel man syndr one:
inplications for inprint-switch nodels, genetic counseling, and
prenatal diagnosis. AmJ Hum Genet 63, 170-80. Qur point in 1994
was that understanding of the di sease process caused by genomc
inprinting in the enbryo could eventually be useful in diagnosis
and treatnment of these diseases in children.

49 See especially Spece R G Shimm D.S., Buchanan, A E.
(1996). Conflicts of Interest in Cinical Practice and Research
(New York: Oxford University Press).
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oversight of practices in research with human subjects to the
private as well as public real ns.*°

PSCs may have potent uses in research on human gene transfer
in the hope of treating genetic disorders. WII PSC assisted gene
transfer resolve mpjor technical problens in using exogenous
vectors to transport corrective DNA to target sites? Dr. Austin
Smith's testinmony to NBAC 5 and a NI H di scussi on paper on cloning
point in this direction.® Pincus, et al.,® discuss the use of
neural stemcells that persist in the adult brain as a vector to do
gene therapy in neurodegenerative diseases. Their reviewcites a
successf ul neonat al experi nment in a nouse nodel for
nmucopol ysacchari dosis.® 1In the context of human somatic cell gene

transfer, the use of PSCs raises no new ethical questions. Dr.

50 This task was discussed in a report for NBAC by the author:
"Location of OPRR wthin the NH Problens of Status and
| ndependent Authority," Novenber 27, 1997. (NBAC docunent).

. Smith, A, Testinony to NBAC, Jan. 19, 1999, p. 36.

52 National Institutes of Health, (1998). C oning. Present uses
and prom ses. April 27. (Available from the Ofice of Science
Pol i cy)

53 Pincus, D.W, Goodman, R R, Fraser, RA R, et al. (1998)
Neural stem and progenitor cells: a strategy for gene therapy and
brain repair. Neurosurgery 42, 858-68.

54 Snyder, E. Y., Taylor, RM, Wlfe J.H (1995) Neural
progenitor cell engraftnment corrects |ysosomal storate throughout
the MPS VII nouse brain. Nature 374, 367-70.
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Eri k Parens' testinony to NBAC notes how PSC research w ||l converge
into experinments to treat the DNA of hunman enbryos and prevent
genetic diseases in children-to-be. % Atruly "thorough" and far-
rangi ng review of PSC research would exam ne the scientific and
ethical issues in this vast topic.

In summary, the nost i medi ate uses of PSCs in research fol | ow
derivation in Cases 1 and 2. Future uses of PSCs derived from
enbryos in Cases 3 and 4 are dependent on the pace of scientific
advances. |If human enbryos can be generated by SCNT, there will be
a need to conpare the properties of PSCs derived as in Case 3 with
PSCs from ot her sources. Any future guidelines for deriving PSCs
from enbryos in Cases 3 and 4 wll need safeguards against
transferring a SCNT-created human enbryo for inplantation or using
PSCs to assist in human germline gene transfer experinments. The
Food and Drug Admnistration (FDA), advised by the NHSs
Reconbi nant DNA Advi sory Comm ttee (RAC), has oversight and review
authority over any proposed therapeutic nodifications to DNA in

ganetes or enbryos. %6

% Parens, E., Testinony to NBAC, Jan. 19, 1999, p. 98. As
menbers of an AAAS taskforce, Dr. Parens and Eric Juengst are
presently cooperating on a prom sing approach to clarify the ol der
concept of "human germine gene therapy” within a nore accurate
framewor k of "inheritable genetic nodifications." See:

56
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When bodi es (NBAC or I RBs) are considering proposed uses or

protocol s for

PSC research, they may refer to Table 2, as well as

to guidelines of the NIH on fundi ng PSC research.

Table 2. Points to Consider For:

Proposals or Protocols for PSC Research

1. How will the PSCs be derived?

2. Does the investigator have a protocol and IRB
approval for access to this source? A consent
process that has been | RB approved?

3. Wiat is the mniml nunber of fetuses/enbryos
required to do the study?

4. If the investigator wll access fetal tissue
are the project and the consent process in
conpliance with Public Law 103-43, Part I17?

5. Is the research design the best possible, given
the state of the art?

6. WIIl the research plan yield answers to the
guestions bei ng posed?

7. If the PSCs in this project wll be derived by
SCNT, the investigator mnust stipulate that no
enbryo made by cl oni ng technol ogy coul d be used for
reproducti on.

8. If the PSCs in this project are to be used in
the context of a clinical trial of human gene
transfer, the investigator nust stipul ate know edge
t hat approval of the FDA/NIH RAC i s required.

57

Cited at footnote 22 above. These guidelines have been

submtted to the Federal Reqister for coment.
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3. The Ban on Federal ly Funded Enbryo Research (FFER)

After the elections of 1993, Congress lifted a noratorium on
federal funding of |VF research that required the approval of an
Et hi cs Advi sory Board. %8 After the elections of 1994, a new
Congress banned FFER and ended a brief period of NIH hopes to fund

i mprovenents of | VF and other projects involving human enbryos. *°

8 The NNH Revitalization Act nullified the requirenent for an
Et hi cs Advi sory Board approval for protocols involving | VF. [Pub.
L. No 103-43, 121(c) (June 10,1993)] This |aw opened the door for
federal funding of enbryo research, but N H appropriately chose a
step by step process, beginning with the appointnment of the NH
Human Enbryo Research Panel in February, 1994, to consider the
ethical, legal, and social inplications of human enbryo research
The EAB (1978-79) had considered only the issues related to
research designed to i nprove the techni que of IVF and its outcones.
The report of the EAB (see footnote 7 above) stressed that another
body woul d need to consider the larger inplications of what we are
calling here Case 2 and Case 4 issues. Although it woul d have been
legal in 1993 for the NFHto fund human enbryo research, especially
studi es designed to inprove the conposition of the culture nmedi um
for I VF enbryos, NITH did not do so either before, during, or in the
period between the Panel's final report and the ban on federal
funding. NHdid receive protocols for this purpose, but limted
funding only the aspects of the studies involving ani mal enbryos,
bei ng aware of the opposition to funding activities involving human
enbryos by a sizeabl e nunber of conservative nenbers of Congress.
(Personal communi cation: George Gaines, N CHD. April 29, 1999)
Al though President Cdinton announced his acceptance of research
W th excess enbryos, which would have been legal in this period,
the NTH did not fund this type of research and has never done so.

9 Pub. L. No. 104-99, January 26, 1996, enacted a ban on
federal support of any research "in which a human enbryo.. [is]
destroyed, discarded, or knowi ngly subjected to risk of injury
greater than that allowed for research on fetuses in utero.." The
term "human enbryo” in the statute is defined as "any organism.
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This section wll locate the ban on FFER in the history of
bi oethics in governnent.

Turmoi | over PSCresearch in noral and public policy research
is a new chapter in a long history. Since 1973, Congress® has
adopted strong, and in ny view, overly protectionist policies
regardi ng research activities at the beginning of human life. No
other ethical issues in research rise to the sane |evel of public

controversy. % Conm ssioners and the public need to understand this

that is derived by fertilization, parthenogenesis, cloning, or any
ot her neans fromone or nore human ganetes or human diploid cells.”
Thi s ban was pertinent to FY 1996 funds. The Omi bus Consol i dat ed
Fi scal Year 1997 Appropriations Act (Pub. L. No. 104-208) adopted
identical |anguage. The ban is transitory in the sense that it is
revisited each year when the |anguage of the N H appropriations
bill is considered.

60 Congress was supported in this direction by the Reagan and
Bush Adm nistrations. The dinton Admnstration rescinded the
moratorium on fetal tissue transplant research and has been
noderate on enbryo research, inthat it is wlling to support Case
2 research activities.

61 These protectionist policies, aside from the studied
conprom ses of the National Comm ssion (wth a plan for ongoing
conflict resolution) have been adopted in an often rancorous and
alienated political culture. The role of public bioethics in
Anmerican culture is to tenper enotions and premature nora
judgments that often mark political interests and to bal ance these
interests wwth those of science, the public, and ethical and | egal
consi derati ons. However, w thout a permanent presence in
governnment of a body to work on the ethics of research, the task of
creating new public bioethics bodies (like the EAB) can be
overwhel med by political considerations. NBAC s mandate to consi der
what national resources are necessary to optim ze the protection of
human subjects of research is directly related to such issues.
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hi story to have perspective on the future of PSC research in the
federal sector.® The history includes Congressional restrictions
on federal funding for fetal research (FR), human fetal tissue
transpl ant research (FTTR), a pattern of Congressional inaction
regarding infertility research, and the broader effects of the ban
on FFER that prevent NIH and NSF invol vement in basic research to
gain know edge relevant to cancers and other genetic diseases,
infertility, contraceptive devel opment and ot her areas. 3

Federal Requl ation and Law on FR %

Justice Blackmun and a majority of the Suprene Court ruled in

Roe v. \Wade % that a fetus is not a person in the context of

62 As well as the ways in which NBAC s work on PSC research (in
the political context of this Congress and Adm nistration)
intersects wth i ssues of I ong-range reformof the entire systemof
protection of human subjects of research and consi deration -- at
the national level -- of long-range ethical issues posed by
research for society and its political and legal institutions.

63 NBAC nust al so grapple with several |ong standing needs with
origins in the work of the National Conm ssion for the Protection
of Human Subj ects of Bi onedi cal and Behavi oral Research: e.g., for
a permanent national ethics commttee for research ethics, to
extend protection of human subjects to the private sector, and the
pl ace of the Ofice for Protection from Research Ri sks (OPRR) in
gover nnent .

64 A very informative history of events prior to 1988 is found
in Lehrman, D. (1988). Summary. Fetal Research and Fetal Tissue
Research. (Washington, DC. Anerican Association of Medica
Col | eges) .

65 Roe v. Wade, 410 U. S. 113 (1973).
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constitutionally protected rights. In the wake of the ruling,
menbers of Congress were concerned about possible research
expl oitation of fetuses to be aborted.® 1In 1974, the | aw mandati ng
| RBs al so created the National Conm ssion for the Protection of
Human Subj ects of Bi onedi cal and Behavi oral Research.® The first
mandat e of Congress to the Conm ssion was for ethical and public
policy guidelines for FR  The Conm ssion's recommendati ons woul d
becone federal regul ations. The Conm ssion conpleted its work on FR
wi thin four nonths. %

The ethical framework of its report was a three-sided
conprom se between liberal and conservative views on fetal
research, with an added feature (to facilitate the conprom se) for

a national Ethics Advisory Board (EAB) to review and resolve

% News stories from abroad about research with live fetuses
ex utero raised questions about NI H funding of these projects. A a
denonstration |led by Eunice Shriver, NIH s |eaders denied such
funding. The NIH then inposed a noratorium Cohn, V. (1973). NH
vowsnot to fund fetus work. Washington Post, April 13, A-1. The
nmoratorium was continued by the law creating the National
Commssion and was to remain wuntil the conmssion nade
reconmendat i ons. The l|aw prohibited "research (conducted or
supported by DHEW in the United States or abroad on a |living human
fetus, before or after the induced abortion of such fetus, unless
such research is done for the purpose of assuring the survival of
such fetus." (section 213)

67 Hereinafter referred to as the National Comm ssion or the
Conmi ssi on.

68  See footnote 6 above for citation of the report, submtted
on May 1, 1975
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problems in future protocols on FR ®° First, guided by the

6 A crucial aspect of the EAB's work, as envisioned by the
Conmi ssion, was to develop further national policy on FR and ot her
i ssues of human subjects research. There is a connection between
the Comm ssion's early work -- and the inpasses that it reached in
attenpting to conpromse on FR -- and its vision of an EAB. This
is the best point in the paper to relate this history.

The Bel nont Report, adopted by the Commission in 1979, is the
nmost authoritative Anerican source for ethical guidance for
research with human subjects. It opens as follows: "Scientific
reseach has produced substantial benefits. It has al so posed sone
troubling questions.” Since 1966 [Levine, R J. (1988). Ethics and
Requlation of dinical Research, 2nd ed.] a federal policy
restricting research activities with human subjects has been in
effect. The policy has two goals: 1) to protect human subjects and
investigators, and 2) to question whether particular research
activities ought to be done at all and to resolve disputes
concerni ng these questions. The United States was the first nation
with a federal law (Public Law 93-348) to support a local and
nati onal process to achieve both policy goals.

Locally, an IRB has authority to approve or reject a proposal
or to alter it to reduce risks or increase benefits. IRB' s were not
designed to consider the "long-range effects" of research on
society or norality (45 CFR 46. 111 (2) such as societal effects of
FR This task was to be done by "one or nore" EABs to be
established by the Secretary, DHEW (45 CFR 46.204 (a). This two-
tiered process of local (IRB) and national (EAB) oversight of
research activities was envisioned as sufficient to protect both
human subjects and the freedom of research, given a need to
restrict some activities in the public interest.

Bel nont' s opening words rest on two prem ses. One was clearly
stated (i.e., that research had benefited society). The second
prem se was unstated, regarding the role of scientific freedomin
what outhgt to be done about the "troubling ethical questions”
posed by research. This premse was that any restrictions on
freedomof research would be justified only after careful study and
debate, with limts openly arrived at in a denocratic and |ega
process. Protection of scientific freedom was one of the Kkey
elements in early reforns of U S. research ethics.

How would the "troubling ethical questions”" faced by the
Nati onal Comm ssion be actually addressed? These were about
research with vul nerabl e popul ations, |ike the fetus and pregnant
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princi pl e of beneficence, the Comm ssion encouraged FR because of
its benefits.” Any reasonable |iberal viewon FR could support the
first point. Second, the Conm ssion sharply restricted FR under an
equality-of-protection principle, especially to protect fetuses to
be aborted from exploitation. The second point was a bold

specification of a conservative viewpoint that was inconpatible

wonen, children, prisoners, and institutionalized persons wth
mental disabilities. Belnont's approach was to discuss these
guestions gui ded by general ethical principles (i.e., respect for
persons, beneficence, and justice). However the Nationa

Commi ssion itself, according its own report (see footnote 6,

1975:67) could agree on the "validity" of a principle but not on
its application in a specific protocol of FR At the tine,

phi | osopher Stephen Toul mn (Appendix, 1976:15) wote that the
Comm ssion's task was to "keep a watchful eye" on the devel opnent
of "case law' and "precedents" that would actually grow up in FR
activities governed by decisions of local IRBs. This analogy to
| oner and higher courts gives insight into Toulmn's and the
Comm ssion's reasoning (as well as that of Donald Chal kley, the
founding Director of the Ofice of Protection from Research Ri sks)
about the relationship between | RBs and t he EAB.

The Comm ssion's vision for an EAB was as a pernmanent nati onal
resource. Its role would be to study, debate, and recommend
approaches to resol ve controversi al research proposals referred by
a local IRB or by the Secretary, DHEW Al so, Congress had created
t he Comm ssi on agai nst a background of governnment appreciation of
the "benefit of a long partnership with science, not a |ong record
of hostility" [Dupree, A H (1957). Science in the Federal
&overnnment. Canbridge, MA: Bel knap Press, 381.] 1In the 1980's and
beyond, influenced mainly by abortion politics, Congress reversed
this tradition in respect to reproductive nedicine and human
genetics; it becane hostile to science at the beginnning of life
and substituted what it could legitimately control, i.e., by
i nposi ng bans on federal funding.

" E. g., in developing a vaccine against rubella,
ammi ocentesis, treatnent of Rh isoimmunization disease, and
respiratory distress syndrone.
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wth a utilitarian ethos previously domnating U S. research
practices which had guided investigative research with Iliving
fetuses ex utero.” The Commission, even in the face of Roe V.
Wade, specified that societal protection of human subjects of
research ought to be extended to fetuses, including fetuses in the

context of abortion.” To nmake this conprom se work in actua

T One exanple of such strictly utilitarian investigative
research - designed to increase bionedical know edge but not to
benefit the fetus involved - was a 1963 study done in the U S
Scientists imersed fifteen fetuses in salt solution to learn if
t hey coul d absorb oxygen t hrough their skin. One fetus survived for
twenty-two hours. The knowl edge gained by the experinent
contributed to the design of artificial life-support systens for
premature infants. [Goodlin, RD. (1963). Cutaneous respriation in
a fetal incubator. AmJ O & Gyn 86, 571-79.] The report that
triggered the denonstration at the NIH was of an experinent in
Fi nl and. Researchers perfused the heads of eight fetuses after
hyst erot oy abortion, to learn if the fetal brain could netabolize
ket one bodi es. This study was the only way by which the researchers
could confirmfindings fromanimal research. [Adam P.A J., et. al
(1973). Cerebral oxidation of glucose and D-BOH Butyrate by the
i sol ated perfused fetal head. Ped Res 7, 309 - abstract.

2 How did the Comm ssion cone to this second point of the
conprom se, especially in the |l egal context of Roe v. Wade? |If the
fetus is not a person in the constitutional sense, why do fetuses
deserve equal protection in research activities? The answer |ies
in the collective views of the Comm ssioners, who were ready to
conprom se for a nunber of reasons and also in the influence of
bi oethicists of this period on the Conm ssion.

The Comm ssion's report drew upon the work of several
ethicists who wote conmm ssioned papers and testified. In nmy view,
Ri chard McCorm ck and LeRoy Walters had the greatest influence on
Stephen Toulmn's draft of the Comm ssion's recommendati ons. A
| eadi ng Catholic noral theol ogian, McCorm ck's view was that "the
fetus is a fell ow human bei ng, and ought to be treated...exactly as
one treats a child." MCormck, R (1976). Experinmentation on the
fetus. Policy Proposals. In Appendix to the Report and
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Reconmendations: Research on the Fetus. Wshington, DC U S
Government Printing Ofice, HEW Publication No. (OS) 76-128:5: 4.
McCorm ck argued for a very limted approach to FRwith reasons he
used i n approvi ng parental proxy consent for investigative research
with children. MCormck R (1974). Proxy consent in the
experinmentation situation. Persp Biol & Med 18, 2-20. He extended
this reasoning to FR in a few exanples of "tragic" abortions he
found norally acceptable. MCormck, R (1981). How Brave a New
Wrld? (Washington, DC. Georgetown University Press), p. 76.
McCorm ck would permt FR in such a context, provided that "there
is no discernible risk, no notable pain, no notable inconveni ence,

and ... promse of considerable benefit."” MCormck, 1976, op
cit., p. 8. MCormck's term"no discernible risk" |ater evolved
into the <category of "mnimal risk" in the Commssion's

del i berati ons about research with children. The neaning of m ni nal
risk continues to be controversial and w dely chal |l enged.

Wal ters advi sed use of a principle of equality of protection
in research, whether fetuses were destined for abortion or
delivery. Under this "Golden Rule" idea, researchers could not
i npose a higher risk with a fetus to be aborted than they woul d
wth a fetus to be delivered. See Walters, L. (1976). Op. cit.,
8:1-18.

Simlar to the "Peel Report" (1972) in the U K , Sisela Bok
(1976: 2:1-8) favored selectively higher research risks before 18
weeks in the context of abortion. She gave four reasons for
society's protection of human life: 1) to protect victins, 2) to
protect agents from brutalization and crimnalization, 3) to
protect a victims famly fromgrief and |loss, and 4) to protect
society from greater harm that would follow from perm ssive
killing. She argued that up to a point well before viability such
reasons have no noral relevance to fetuses, because clains for the
"humanity" of the early fetus fail to nake sense.

Toulmn preferred McCormck's position to Bok's, because it
opened a way conceptually for those giving primary rights to the
fetus to accept FR However, along with McCorm ck's position cane
his risk standard and the underlying prem se that fetuses ought to
be treated equally, as "fell ow human bei ngs."

In the face of this conprom se, the Conm ssion grappled with
the |ogical consequence that one ought to place fetuses to be
delivered at the sanme risk in investigative FR as fetuses to be
aborted. Wuld anyone truly take such actions? Wuld any parent
knowi ngly consent to such a study? The Conmm ssion invested great
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practice and policy, the Comm ssion envisioned an ongoi ng EAB as a
resource for local IRBs and for developing national policy on
research ethics.”

Federal regulations on FR followed on July 29, 1975, and the
nmoratoriumon FR was |lifted. Notably, these regulations (45 CFR
Part 46, Subpart B) 7 have consistently reflected a higher
comm tnent to the beneficence-based first point of the Comm ssion
on FR than any ever expressed by Congress. The regulations
di stinguish ™ between between research to "nmeet the health needs"
of the fetus, and research to develop "inportant bionedical

knowl edge whi ch cannot be obtained by other neans."” The standard

hope in a future Ethics Advisory Board' s role in these decisions on
a case-by-case basis. (See footnote 6 above, at p. 67.) |Indeed,
sone Conm ssioners said in debate on specific proposals that sone
inportant FR could not ethically be done wthout selectively
assigning higher risks to fetuses to be aborted. The Comm ssion's
report was a conprom se prem sed on strong hopes for the work of an
EAB that functioned |ike a national |RB

 On this third point, the Comm ssion and t hose who support
their legacy failed to reckon with the |ong-range task of creating
a place for bioethics in governnent that truly protects a national
resource like the EAB (or the Ofice for Protection from Research
Ri sks, for that matter) from the effects of clashes with the
vari ous branches of governnent.

" incl uding proposed rules to anend this Subpart, c.f. Federal
Regi ster (1998). 63 (no. 97), 27794-804, My 20.

> This distinctionis a legacy of the Conm ssion's use of the
terms "therapeutic" and "non-therapeutic" research, towards which
Robert Levine is so critical.
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for research risks in the former case is "only to the m ninmm
extent necessary to neet such needs" and in the latter case the
standard is "minimal."’® Knowing that there would be difficult
cases of investigative FR with nore than mnimal risks, the
Commi ssi on expected an EAB to review such protocols in FR (and for
ot her areas) and nmake recommendations to the Secretary, DHEW to
whom the regul ati ons gave authority to "waive" the mnimal risk
standard in FR 77

Foll ow ng the el ections of 1984 in which President Reagan was

returned to office [conposition of Congress?], Congress hotly

6 45 CFR 46.208 (a). The regulations define "mnimal risk"
to nean.."that the probability and magni tude of harm or di sconfort
anticipated in the research are not greater in an of thenselves
than those ordinarily encountered in daily |ife or during the
performance of routine physical or psychol ogical exam nations or
tests." 45 CFR 46. 102 (i). See ny discussion of the history of the
mnimal risk standard in relation to Subpart B. Fl etcher, J.C
(1993). Human fetal and enbryo research: Lysenkoismin reverse -
how and why? I n Blank, R H, Bonnicksen, A L., (eds). Debates Over
Medical Authority. New Challenges in Bionedical Experinmentation
vol. 2 (New York: Colunbia University Press), 208-10.

" The Secretarial waiver was used only once by Joseph
Cali fano, on the recommendati on of the only Ethics Advisory Board,
in 1979 for a study of fetoscopy 1in the context of
henogl obi nopat hi es. Al t hough the EAB requested that he approve
this type of research as a category, he only approved the project
itself. [Steinfels, M (1979). At the EAB: sanme nenbers, new
et hi cal problens. Hastings Cent Rep 5,2. Secretary Patricia Harris
all owed the EAB's charter to | apse in 1980 and there has never been
anot her EAB, al though federal regul ations require that "one or nore
Et hi cal Advisory Boards shall be established by the Secretary." 45
CFR 46. 204.
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debated federal funding for FR and enacted |l egislation that is far
nore protectionist than the second point of the federa
regul ations. Public Law 99-158, ”® i nposed the "Gol den Rul e" on al

federally funded in utero FR, thus nullifying the "m niml risk"
standard for the second category of FR 7 This |law effectively
ended federal funding of any FR carrying any degree of risk 8
including research into normal fetal physiology that involved
fetuses in the context of abortion. At this point intine, it is

inportant to note the differences between federal |aw and federal

® The Heal th Extension Act of 1985, Novenber 20, 1985. For a
good di scussion of the legislative history of this Act, see Lehrman
(footnote above, pp. 7-9). This Act also adopted a provision
introduced by Sen. Gore in 1983 and established the Bionedi cal
Et hi cs Advi sory Comm ssion (BEAC). The history of BEAC proves the
hypothesis that since the National Conm ssion, any national
bi oet hi cs body solely created by and accountable only to Congress
has a vanishingly small chance of success. For a discussion of
BEAC s history, see Cook-Deegan, R (1994). The CGene Wars. (New
York: WW Norton), 256-62.

" ..the Secretary shall require that the risk standard
(published in Section 46.102(g) of such Part 46 or any successor to
such regul ations) be the sane for fetuses which are intended to be
aborte and fetuses which are intended to be carried to term™
Heal th Law Extension Act of 1985, Sec. 408 (b) (3).

80 See: Fletcher J.C., Schulman J.D. (1985). Fetal research:
the state of the question. Hastings Cent Rep 15, 6-12; Fletcher,
J.C., Ryan K J. (1987). Federal regulations for fetal research: a
case for reform Law, Med & Health Care 15(3), 126-38.
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regulations on FR;, the latter are l|less protectionist than the
former.8 The price of federal |law on FRis described in Part |11

Federal Inaction on Infertility Research. Infertility is a

significant public health problem and assisted reproductive
technol ogi es (ARTs) raise a wealth of conplex ethical, social, and
| egal concerns.?® Physicians define infertility as the inability
to conceive after 12 nonths of unprotected intercourse or to carry
a fetus to term?8 Epidem ol ogi sts di stinguish between primary and
secondary infertility. Primary infertility is determned by the
nunber of infertile couples wth no children. Secondary
infertility is becomng infertile after having one or nore

children. Using these categories, the National Center for Health

81 Those in charge of conposing and redacting federal
regul ations to protect human subjects are aware of their role in
protecting the | egacy of the National Comm ssion's commtnent to FR
because of its Dbenefits. (Wlliam F. Donmel per sonal
communi cation, April 29, 1999) This protective role has been
| argely synbolic, because no investigative FR of any consequence
has been funded. However, in any future reformof public policy on
FR, the history of federal regulations and the original intent of
t he Comm ssion ought to carry weight. The need to do Ilimted and
appropriate FRis even nore inportant today that it was in 1974, if
we are to have ethically and scientifically responsible fetal
t her apy.

82 Amidst a very large literature, a very good recent review
of these concerns is: The New York State Task Force on Life and the
Law. (1998). Assisted Reproductive Technol ogi es. Al bany, NY: Health
Educati on Servi ces.

8 Wnel enberg, S. for the Institute of Medicine (1990).
Sci ence and Babi es. (Washington, DC. National Acadeny Press), 15.
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Statistics estimated in 1988 that 2.3 mllion married couples were
infertile. This translates into 8 percent (1 in 12) of the total
nunber of all married couples in the United States.® The Nati onal
Survey of Famly Gowth estimated in 1995 a slight drop in
infertility to 2.1 mllion couples or 7.1 percent of 29.7 mllion
married couples with wves of childbearing age.?® Primry
infertility anpong wonmen has doubled due to the trend in |arge
nunbers of woren deferring marriage and childbirth. 8@

Al t hough primary prevention is the optimal approach to the public
health problem the major approach to treatnment of infertility has
been to conbine fertility drugs with in vitro fertilization or
ot her methods and sites to fertilize ova. The rel ati ve successes of
assi sted reproductive technologies (ART) has created a |arge

i ndustry and significant growth in infertility services.?®

8 | bi d.

8% Abrma, J.C., et al. (1997). Fertility, famly planning, and
wonen's health: new data fromthe 1995 National Survey of Famly
Gowmh. Vital and Health Stat 23, 1. "However, even with the
decreasing rate, the total nunber of infertile couples is the sane
as it was in 1982, because of the increasing nunber of married
couples in the relevant age group.” The New York State Task Force
on Life and the Law. (1998). Assisted Reproductive Technol oqgies.
Al bany, NY: Health Education Services, 11-12.

8 New York State Task Force, see footnote 75, 12.

87 OTA reported that from 1983 to 1987, the nunber of
infertility centers offering IVF grew from 10 to 167. U.S.
Congress, Ofice of Technol ogy Assessnent, (1988). Infertility.
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The concern in this section how a pattern of federal inaction
regarding infertility research illum nates the background of the
ban on FFER This story mainly concerns research on the safety and
efficacy of |VF. A de facto noratorium was placed on federa
funding of IVF in 1974 (along with FR) until an Ethics Advisory
Board coul d make recommendations to the Secretary, DHEW | n My
1978, the EAB reviewed a proposal from Vanderbilt University
received by the NIHin 1977 and approved by a study section. An EAB
was chartered in 1977 and convened in 1978. |In May 1979, the EAB
recommended approval ® for federal funding on safety and efficacy
of I'VF and enbryo transfer in the treatnent of infertility. The
approval was also for study of spare, untransferred enbryos,
provi ded researchers had | RB approval and the informed consent of
wonen who woul d receive any transferred but studied enbryos. The
EAB set a 14-day cutoff for studying enbryos in vitro on condition
that ganetes be obtained only from lawfully married couples.
Ri chard McCorm ck, also then an EAB nenber, participated in this

conprom se. He departed from a Vatican position against any

Medical and Social Choices. OTA-BA-358 (Washington, DC U S
Government Printing Ofice, My), 157. The role of the Serono
Corporation and other conmercial enterprises in this growth
industry is described in Hotz, R L. (1991). Designs on Life. New
Yor k: Pocket Books, 176-203.

8 See footnote 7 above, p. 3.

Draft 3 42



technologically assisted pregnancies, even in lawfully married
couples. This position was later pronulgated as noral dognma. ®®
Secretary Califano published the EAB' s report for public discussion
but resigned at President Carter's request in |ate Septenber 1979.
No Secretary of HEWor HHS has approved the EAB s recomendati ons.
No federal support of IVF, except with animls, has ever been
permtted. Two causes contribute to this pattern of reluctance: a
view of infertility as a condition non-deserving of governnent
support in research, and noral concern to avoid using enbryos in

research. 2

8 Congregation of the Doctrine of the Faith. (1987).
Instruction on Respect for Human Life in its Origin and on the
Dignity of Procreation: Replies to Certain Questions of the Day.
Vatican City: The Congregati on.

% Two exanpl es are provided. Patricia Harris, Secretary, DHEW
wrote in her own hand in response to a decision neno (Harris, 1979,
Menmorandum to Kathy Schroeher, Executive Secretariat, DHEW
Novenber 26) on the 1979 recomrendations of the Ethics Advisory
Board to support |IVF research: "I need greater justification for
such research. Wether the research will take place wth our
w t hout governnent support is not really relevant. Wy should
gover nment support such an area as this! | have read the nmaterial.
It is not persuasive." Harris mainly saw |IVF as a procedure for
t he advant aged.

Secondly, in 1988, the Ofice of Technology Assessnent
reported to Congress: "The effect of this noratorium on Federal
funding of |IVF research has been to elimnate the nost direct |ine
of authority by which the Federal Governnent can influence the
devel opment of enbryo research and infertility treatnent so as to
avoi d unacceptable practices or inappropriate uses. It has also
dramatically affected the financial ability of Amrerican researchers
to pursue inprovenents in |IVF and the developnent of new
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HEW Secretary Patricia Harris allowed the EAB to |apse on
Sept enber 30, 1980, when its charter and fundi ng expired. One view
1 is that she did so to avoid overlap with the President's
Commi ssion, which was planned to succeed the National Conmm ssion.
Congress had created the President's Conm ssion |argely to study
et hical problens in nedicine, but by 1980 had not yet appropriated
funds for operations. However, Ms. Harris dispanded the EAB fully
aware that it was the only lawful body that could reconmend
"waiver" of mnimal risk in research. NH D rectors in the 1980s
appeal ed to various Secretaries of HHS to recharter the EAB and
approved its recomendati ons for | VF research. No action was taken
until, under pressure from Congress, Dr. Robert Wndom Assistant
Secretary for Heal th, announced on July 14, 1988 that a new charter

for an EAB as to be drafted and di scussed in public, and a new EAB

infertility treatnments, possibly affecting in turn the devel opnent
of new contraceptives based on inproved understanding of the
process of fertilization." U S. Congress, Ofice of Technol ogy
Assessnent, (1988). Infertility. Medical and Soci al Choices. OTA-
BA- 358 (Washington, DC. U.S. Governnent Printing Ofice, Miy), p.
179.

For nore discussion of the ethical and political inplictions
of this pattern of federal reluctance, see also: Blank, R H,
(1997). Assisted reproduction and reproductive rights: the case of
invitro fertilization. Pol & the Life Sci 16, 279-288;.

%1 Norman, C. (1988). |VF noratoriumto end? Sci ence 241, 405.
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appoi nted. ®2 A draft of a charter was published in the Federa
Reqi ster and comments invited, but no approval was given before the
transition to the Bush Adm nistration, which never acted on the
i ssue. As stated above, follow ng the elections of 1993, Congress
nullified the EAB requirenent for |VF research, but no NI H funding
of research involving human enbryos in this context occurred.
Then Congressnman and now Senat or Ron Wden (D- OR) has been t he
mai n chanpi on of federal involvenment ininfertility research. Wile
in the House, Wden held hearings on consumer protection issues
involving |IVF clinics.?® Long concerned with the issue of
regul ating ART programs, the only federal |everage avail abl e has
been in the wake of the Cinical Laboratories Act (CLIA), which
regul ates a wi de range of |aboratory procedures.® Due to Sen.
Wden's efforts, the 1992 Fertility Cdinic Success Rate and
Prevention Act requires the Centers for D sease Control and

Prevention (CDC) to devel op nodel standards for state certification

% 1bid

% Wden, R (1989) Opening remarks and testinony at the
Hearing on Consunmer Protection Issues involving In Vitro
Fertilization dinics, before the House Subcomm ttee on Regul ati on,
Busi ness Opportunities, and Energy. Washington, D.C., Mar. 9.

% 42 U.S.C. A T 263a (1997). CLIA is discussed in the New
York State Task Force Report, see footnote 73 above, p. 410.
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of enbryo |laboratories.® The standards concern issues of
performance of procedures, quality control, records nmintenance,
and qualifications of enployees. However, the |aw states that the
standards do not regul ate the practice of medi cine in ART prograns.
Aside fromthe | aboratories in which enbryos are generated for |VF,
the entire spectrumof infertility services and the research that
is conducted within these centers is unregulated except by the

canons of professional ethics.

Federal Requl ati on and Law on Fetal Tissue Transpl ant Research

(FTTR) .

In 1986 neurosurgeons at the NNH s dinical Center designed a

study to give Parkinsonian patients the choice of an adrenal
autotranspl ant or a fetal neural cell transplant. After approval of
the project by an IRB, Dr. Janes Wngaarden, N H director, decided
in Cctober 1987 to seek higher review of FTTR by the assistant
secretary of Health. In March 1988 (there being no EAB), Dr.
W ndom wi t hhel d approval, placed a noratoriumon FTTR, and asked

that the NIH convene an advisory pane to consider a list of ten

% 42 U S.CA 1 263a-1 et seq. (1997).
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questions. Hi's main concern was that the benefits of FTTR would
i nduce wonen anbi val ent about abortion to have one.

The NIH assenbl ed a 21-nmenber panel, and in Decenber 1988 the
panel approved a report ° by a vote of 18-3 recommendi ng federal
funding of FTTR As noted above, the mgjority argued that the use
of fetal tissue to treat di sease was separable fromthe norality of
abortion. The reasoning of the panel was that FTTR was a type of
cadaveric transpl antation.® Three panel menbers with conservative
theological views dissented due to FTTR s association wth
abortion. The panel shaped twelve recomendations to oversee and
guide FTTRin the hope that these woul d becone federal regul ations.

The NI H panel report, submtted to the director of the NIH and
approved unaninously by his advisory council, was rejected by
letter ° without any public hearings or prior notification

published in the Federal Reqgister. Acting unilaterally and in

vi ol ati on of the understandings that had created the EAB, Secretary
Sullivan continued the noratorium"indefinitely.” He gave as his
maj or reason that the Bush Adm nistration and Congress opposed any

funding of activities by HHS that "encourage or pronote abortion."

% See footnote 6 above.

97 Childress, J.F. (1991). Ethics, public policy, and human
fetal tissue transplantation. Kennedy Inst of Ethics J, 1, 93-121.

% Qullivan, L.B. to WIlliamF. Raub. Novenber 2, 1989.

Draft 3 a7



The press® and a letter fromRep. Theodore Wiss to Dr. Sullivant®
cited a nmenorandum from R chard Ri seberg, HHS counsel, sayi ng that
the extension of the noratorium was on a "shaky |egal base" and
could be actionable as a violation of federal |aw® requiring that

such deci sions be published in the Federal Register and nade the

subj ect of rul emaki ng. 12

In 1990 Rep. Henry Waxman (D-CA) introduced the Research
Freedom Act (H.R 2507) to overturn the noratoriumon FTTR  The
full law, as subsequently passed by Congress in 1993 after a | ong
struggle, restrains the secretary of HHS from i nposing a ban or
norat ori umon research for ethical reasons w thout the concurrence
of an EAB convened to answer that question and establishes an

authority within current law for federal support of FTTR 1% The

® Hlts, P.J. (1990). U. S. aides s shaky legal basis for ban
on fetal tissue research. New York Tines, Jan. 30, A-1l.

100 \Weiss, T. to Sullivan, L., January 26, 1990.

101

102 The term"indefinite" was chosen to circunvent federal |aw
and defl ect |egal action against HHS. A docunent |eaked fromthe
Public Health Service to the press was cited by HIlts (see footnote
96 above, at A-1): "W have chosen to make the noratorium
indefinite rather than permanent, because a permanent prohibition
of this research would require formal rulemaking and this would
require extensive public coment and would be rather easily
susceptible to litigation which could reverse this action."

103 See footnote 57 above.
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other provisions of the law relevant to the consent process and
ot her safeguards will be described in Part Il under Case 1

Ban on Federal Funding for Enbryo Research

From an ethical perspective of beneficence and utility, the
NI H Humman Enmbryo Panel's Report in 1994 1% pade a strong case for
federal funding of enbryo research. Before the ban was passed, the
threat of strong opposition from Congress towards any enbryo
research inhibited NIH approval for funding several clinically
rel evant projects that passed NIH scientific review in 1994 105
concerned wth cancer, genetic research, infertility, and
contracepti ves. The Human Enbryo Research Panel specifically
recomrended these lines of research.% After the ban, the NH
received no proposals involving enbryo research. Part 111
di scusses the costs of forgoing NIHinvol venent and scientific peer

review in these areas.

104 See footnote 7.

105 Al t hough the NI H coul d have funded research with donated
excess enbryos in 1994 in the interimbetween President dinton's
deci sion not to support N Hfunding of creation of research enbryos
and the inposition of the ban, "As of spring 1995, N H has yet to
fund any human enbryo research, despite 70 pendi ng proposals and
ei ght proposals that have cleared scientific review " Charo, R A
(1995). The hunting of the snark: the noral status of enbryos,
right-to-lifers, and third world wonen. Stanford Law & Policy Rev
6, 11-27.

106 See footnote 7, pp. 7-8.
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This historical review has hopefully provided background on
why t he ban on FFER continues a public policy %7 that enbryos, |ike
fetuses, deserve virtually absolute societal protection from
destruction or harmin research activities. The |anguage of the
enbryo ban is framed exactly in ternms of federal law restricting
funding for fetal research. 1% Readers should also recall that
Congress acted to deny federal funding (with exceptions) for
el ective abortions in the Medicaid program 1% |n a denocracy, the
nmoral beliefs of the elected majority can prevail when it acts to
deny federal funding for activities it views as ethically
unj ustifi ed. Federal and state governnent may use denial of
funding to aneliorate the divisiveness of intractable noral
di sputes |ike abortion. Such actions are understandable in a
nation with divided (public and private) systens of health care and

r esear ch.

107 This view will be discussed nore fully below and in the
Appendi x.

108 Nat i onal Research Extension Act of 1985, P.L. 99-158, 99
Stat. 820.

109 First introduced in 1976, the Hyde Amendnent, named for its
sponsor, Henry Hyde (R -11), restricts funding for the federa
share of Medicaid only to cases where two physicians attest that
continuation of the pregnancy will result in severe and | o | asting
damage to the woman's physical health, and in cases of reported
rape and incest. The lawtook effect after a Suprenme Court ruling:
Harris v. McRae 448 U. S. 297 (1980).
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Do such laws violate scientific freedon? Denial of funding
does not legally violate scientists' freedom of inquiry, although
poorly justified | egislative and executive actions clearly infringe
on the values that underlie scientific and academ c freedom Any
proposition that scientific freedomis constitutionally protected
is highly debatable. In ny view, Robertson clarified the
constitutional question of denial of funding | ong ago:

The [scientist's] freedomto select the neans [of inquiry and

research] may refer to the freedom to think, to read, to

wite, and to communicate, the freedomto observe events or
interactions, or the freedomto experinent. Freedomof inquiry
in any of these senses does not, however, include a claimthat

t he governnent nust fund any particular activity designed to

advance know edge. 10

Signs of Change. As noted above, change has begun in federal

science policy and the interpretation of the enbryo ban. Harriet
S. Rabb, General Counsel, DHHS, ruled that the NIH could legally
fund uses of PSC research but not activities deriving PSCs from

enbryos. ' Assum ng that Congress allows the Rabb ruling to stand,

110 Robertson, J. A (1978). The scientist's right to research:
a constitutional analysis. South Cal Law Rev 51, 1203-79.

11 See footnote 22 above. Rabb based her opinion on a
scientific definition of PSCs as neither a human "organi snt as
defined by the statute nor capable of developing into a human

being. |If PSCs are not enbryos, she argued, then the statute does
not prevent N H funding PSC research "downstreant from derivation
of PSCs that was privately funded. Since the ban on enbryo

research only follows the public dollar, there are no |egal
restrictions on private conpanies or universities funding such
work, if the equipnent and | aboratory facilities are not purchased
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NBAC will still need to evaluate the noral argunents for and
agai nst access to enbryos for research and attenpt to reach a
consensus position. Two directly opposing views, expressed by the
Enbryo Panel's Report and the Congressional ban, now confront one

another in the nation's life. NBAC can clarify the the noral

or operated with federal funds.

Subsequent |y, Secretary Shal al a received two | etters signed by
seventy House nenbers and five Senators. The signers inplored her
to correct the legal opinion and reverse Dr. Varnus' decision to
fund PSC research. The House letter (From Jay Dickey, et al. to
Donna Shal al a, Feb. 11, 1999) argued that the Rabb opi nion evaded
the linkage to and conplicity in prior destruction of enbryos. It
al so advanced a key legal interpretation, i.e., that Congress
i ntended the scope of its ban to bar any tax dollars being spent on
research which "foll ows or depends on the destruction of or injury
to a human enbryo". The key sentence was: "in the enbryonic stem
cell research which NIH proposes to fund, the timng, nethod, and
procedures for destroying the enbryonic child would be determ ned
solely by the federally funded researcher's need for usuable stem
cells.” This | anguage repeats identical |anguage in federal
regul ations on fetal research [45 Code of Federal Regul ations 46.
206 (3)] and law on fetal tissue transplant research. [Public Law
103-43, 9112 (c) (4).] The effort is to frame access to enbryos
for research in the sane | egal and noral context as access to the
living fetus in the context of abortion. A choice of words often
reflects a noral choice. "Enbryonic child" shows howthe disputeis
joined. One does not have to agree with their prem ses to agree
with the point that the norality of access to enbryos cannot be
separated fromthe norality of uses of PSCs.

Secretary Shal ala answered (Letter. From Donna Shal ala to Jay
D ckey, et al., Feb. 23, 1999) that the | egislative history showed
that the ban does not prevent federal funding of research
"preceding or follow ng" banned research in which enbryos woul d be
di scarded or harnmed. Her position was: "Proceedi ng cautiously with
research on existing pluripotential stem is both |egal and
appropriate.”
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concerns on both sides and search for nmoral consensus on m d-| evel

i ssues, especially about Case 2.
PART 11. AN I NCREMENTAL APPROACH TO NBAC S TASKS
A.  The Tasks of NBAC

Table 3 shows NBAC s four tasks in regard to ethical and

public policy issues in PSC research

Table 3. NBAC s Tasks on PSC Research

1. to clarify the ethical considerations relevant to
deriving and using PSCs in research. NBAC nust choose
whet her to focus on derivation and use from each source
or only on the sources which have been reported to date,
i.e., Cases 1 and 2.

2. to articulate consensus ethical standards to guide
policy; i.e., what standards ought to guide public policy
for federal funding of PSC research

3. to recomend safeguards to contain or prevent abuses
t hat have occurred or that coul d occur when and i f policy
i s inplenented.

4. to educate the public on the nature, promse, and
ri sks of PSC research

A "t horough" reviewrequires conpl eting each task -- on access

and uses of PSCs- in all four cases. The review would include, per

Par ens'

argunent, how PSC research converges into the | ongstandi ng

debat e about human germnline gene transfer.

Doi ng an exhaustive review is problematic beyond Cases 1 and

2. No scientific information exists to use in evaluating Case 3.

Cloning somatic cells does produce viable enbryos in aninals.
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Cloning somatic cells to produce a sheep **? as well as mice and
cattle ! has been done. Fusing adult nouse cells with enucleated
mouse oocytes, followed by inplantation and reproduction, has al so
been done. !4 However, despite the obvious clinical benefits
envisioned in Case 3, deriving PSCs from cloned enbryos has not
even been done in mice.® In 1984, The Council for Science and
Society in the United Kingdomfornul ated a working rul e for ethical
debate on new technol ogi es:

..refrain fromnoral judgnent unverifiable possibilities -- as

notati onal cases rooted neither in the reality of experience

nor in a specific context.?6

This oft-broken rule is relevant to NBAC s tasks with Case 3.

Al so, other groups!!” are now studyi ng i ntentional and unintentional

12 Wlmut, I., Schnieke, A E., Kind, A J., Canmpbell, K H S
(1997). Viable offspring derived from fetal and ault mammalian
cellss. Nature, 385, 810-13.

3 Wlmut, I. "Coning for Medicine" Scientific Arerican, Dec.
1998.

114 Wakayama, T., Perry, A .C.F., Zuccotti, M (1998). Full-term
devel el pnent of m ce fromenucl eated oocytes injected with cunul us
cell nuclei. Nature, 394, 369-73. Obtaining PSCs fromenbryos that
resulted fromfusion of adult cells with enucl eated human oocytes
coul d becone a Case 5.

115 See footnote 17 above.

116 Council for Science and Society. Human Procreation. (1984)
Oxford: Oxford University Press, p. 7.

117 A Task Force of the Anerican Association for the
Advancenent of Science (AAAS) is studying the ethical, legal, and
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gernm ine gene tranfer, one of the subjects of Parens' challenge to
NBAC. An alternative approach may better fit the NBAC s tasks and
tinmeline.

B. An Increnental Approach: Strength and Wakness

NBAC and the nation face a group of cases or situations in
whi ch PSCs can be derived and used in research. How shoul d NBAC
nmoral |y del i berate about these cases?

This part di scusses an i ncrenental or case-by-case approach to
NBAC s tasks. Famliarity with this approach in science, ethics,
and law is a strength. Wen presented with several norally
probl ematic cases which appear to be simlar, one proceeds
increnental ly, or case-by-case. Rather than beginning fromfirst
princi ples and working down or across, one begins with a case
asking: "What is norally at stake here?" In response to this
guestion, the principles and noral rules Iinked to the case can be
di scerned and woul d al so be discussed in extant literature about
the case. Beginning with the nost "settled" case (or in science
t he nost proven experinent), one then works outward, case by case,

to conplete certain tasks in noral deliberation.®

social issues in intentional germline gene transfer; the N H RAC
is presently exam ning unintentional germline effects of somatic
cell gene therapy.

118 A di scussion of the key elements in such an approach that
focuses on clinical cases is in: Fletcher, J.C , Lonbardo, P.A.,
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Conparing and contrasting noral simlarities and differences
anong cases is both a descriptive and evaluative task of this
approach. One searches especially for dissimlarities so sharp as
to conclude that a case differs in kind and type and does not
belong to this "famly" or that "line" of cases. One finally
reaches the | east settled and nost problematic cases in a |line or
sees such clear differences between cases as to create a new branch
or line of cases.

Another task is to discern the noral judgnent |inked to the
case, as well as the guiding principles for the judgnent that can
hold from this case to a simlar case. Anong nethodologies in

ethics, this approach is known as casuistical reasoning.!® After

Marshall, MF., Mller, F.G (1997). Introduction to Cdinica
Et hics. 2nd edn. (Frederick, MDD University Publishing Goup), pp.
21-38. The approach of "clinical pragmatisni discussed here is a
hybrid that conbines elenents within casuistry, the dialectica
met hod of noral reasoning used by Beauchanp and Childress (see
footnote 31), and virtue ethics. A strong feature of clinical
pragmatismis that it will be concerned as nmuch wth the issues of
"who deci des?" and "how ought the decision to be carried out?" as
with "what ought the decision to be?" These issues are also
relevant to noral problens in public policy decisions.

119 The renewal of casuistry in a historical perspective is
best discussed by Jonsen, AR, Toulmn, S. (1988). The Abuse of
Casuistry: A H story of Moral Reasoning. (Berkeley: University of
California Press). For an evaluation of the contribution of
casuistry to bionedical ethics, see Beauchanp and Childress, at
footnote 31, pp. 95-100. A valuable text in "pluralistic casuistry"
is Brody, B. (1988). Life and Death Decision Mking. (New York:
Oxford University Press). Brody uses a nodel of "conflicting
appeal s" with conplex clinical cases to gain insight about how the
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considering its weaknesses, the remainder of this part illustrates
its use wth these cases.

Case-by-case noral deliberation invites criticismfromthose
whose net hod of noral deliberation is based on "an adequat e account
of norality as a public system that applies to all rational
persons." 120 A case-by-case approach is bound to be less certain
about the right account of norality than about noral fallibility.
The point is that nobdesty about the place of ethical theory or
systemati zation invites criticism

Those with sharply divergent views on fetal and enbryo
research will also disagree with this approach. John Harris 2
argues that the distinction between Case 2 and Case 4 based solely
on intention (to procreate or to nmake enbryos for research) is
weak. He argues for an all or nothing position. "If it is right to
use enbryos for research it is right to create them for this
purpose. And if it is not right to use themfor research, then they

shoul d not be so used even if they are not deliberately created for

case should be resolved. Al so, for an expert philosophical
eval uation of the case by case approach, see Arras, J.D., (1991).
Getting down to cases. J Phil & Med, 16, 29-51.

1200 ouser, K. D., Gert, B. (1990). Acritique of principlism
J Med & Phil, 15, 234.

21 Harris, J. (1992). Wnderwonan and Superman. (New York:
Oxford University Press), pp. 45-46
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this purpose.” (p. 45) An increnental approach distinguishes
bet ween the degree of noral acceptability of Case 2 and Cases 3 and
4. Harris criticizes this interpretation as timd and evasive of
the nost inportant issue, i.e. "taking responsibility for what we
knowi ngly and deliberately bring about, not sinply what we are
hoping for.." (p. 46)

A view that human enbryos and fetuses deserve vi gorous
protection from research -- due to noral status as persons or
potential persons -- wll not concede the noral acceptability of
any of the four cases. This view would hold that an increnental
approach is fatally conprom sed because it begins from a wong
prem se in Case 1, nanely, that access to human fetuses follow ng
elective abortion is norally acceptable. NBAC should expect
criticismfromboth positions if it takes an increnmental approach.

B. Case-by-Case Approach to the Four Cases

Case 1. The noral controversies associated wwth fetal tissue
transpl antation research were hotly debated in the 1980s and 1990s.
Sufficient areas of noral consensus energed through denocratic
processes to enbody themin P.L. 103-43, appropriately named "The

Research Freedom Act."1?2 Deriving PSCs from fetal tissue after

122 Subsequently enbodied in the NIH Revitalization Act of
1993.
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el ective abortion is clearly the nost settled case of the four
bef ore the NBAC

Sone basic noral principles and rules are enbedded in Case 1
and in the law permtting fetal tissue transplant research:

a) Beneficence-based Considerations. Although open to

chal l enge, a sufficient noral consensus energed and has persisted
t hrough several sessions of Congress that society ought not to
forgo the bionedical know edge and/or therapeutic benefits to
patients of research on transplants with fetal tissue obtained
after elective abortions. A consequentialist argunment strengthens
the obligations of beneficence in Case 1. Nanely, society and
sci ence ought not to forgo the uses of fetal tissue, especially
since it would otherw se be discarded. Mst of the consequences of
allowing viable fetal tissue to go to waste are bad. This option
woul d respect the noral views of opponents of abortion, but all of
the parties who could benefit from research will lose if the
opportunity is forgone. Uses of fetal tissue in transplant
research are soneti mes good for patients but al nost al ways good for
sci ence.

The noral consensus that prevails about access to aborted
fetuses to obtain fetal tissue is properly franed in negative

rather than positive terns. The consensus is not that society
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shoul d vigorously pursue access to aborted fetuses. Rather, it is
that no overriding reasons conpel society to forgo benefits from
fetal tissue research to patients and science. The evolution of
the norality of fetal tissue transplant research in this society
contributes to the assurance with which NBAC can be confident that
Case 1 is the nost settled case for PSC research. If the argunents
that condemmed the research uses of fetal tissue because of
association with el ective abortion!?® had prevailed and doni nated
the noral consensus that energed, very different noral principles
and rul es woul d be enbedded in Case 1. This outcone did not occur.
The noral debate about research uses of fetal tissue led to a
consensus conposed of elenents drawn from argunents on both sides
of the issue. The consensus permtted limted research involving
fetal tissue with safeguards that protected society's interests in
uphol ding a principle of respect for the intrinsic value of life
and di scouragi ng abortion when there is a reasonable alternative.
These various concerns were specified and expressed through a | aw
that permtted federal funding and defined the current public
process for regulating fetal tissue transplant research.

b) Respect for autonony. Although sone contest it, there is

a sufficient noral consensus that society ought to respect the

123 cite Burtchaell, etc.
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aut ononous choi ces to donate fetal tissue for research of wonen who
have made | egal abortion decisions. [|f wonen have a liberty right
to make abortion choices, it follows that the self-determ nation or
aut onony expressed in that right extends to the choice to donate
fetal tissue for research. Does the opportunity to donate fetal
ti ssue positively influence the decision for abortion? Inthe only
enpirical study to date, a small nunber of wonen said that they
woul d be nore likely to have an abortion if they could donate fetal
tissue for transplants.??* This inportant first study did not
explore the nmechanism of influence or prove that this result is
generalizable to | arger populations. The study ought to concern
those who argued that the opportunity to donate would play no
substantial role in the decisions of wonen about abortion. Mre
soci al - psychol ogi cal research is clearly needed.

c) Nonmal efi cence-based Considerations. Mral opposition to

fetal tissue transplant research influenced a noral consensus about
saf eguards to prevent w dening or encouraging the social practice

of abortion. To this end, these noral rules are required: the

124 X 266 respondents 32 (12% reproted that they would be
nore |likely to have an abortion if they could donate tissue for
fetal tissue transplantation. 178 (66.9% stated that they would
not be nore likely to do so, and 56 (21.1% were uncertain. Martin
D.K., WMaclean, H, Lowy, F.H, et al. (1995). Fetal tissue
transpl antation and abortion decisions: a survey of urban wonen.
Canad Med Assoc 153, 545-52.
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consent process about abortion decisions nust precede and be
conducted separately fromthe consent process to donation of fetal
tissue for transpl ant research; prohibited are desi gnat ed donati on,
nmonet ary i nducenents to wonen undergoi ng abortion, and buying or
selling fetal tissue.

d) Prudential concerns. Paynents are permtted to transport,

process, preserve, or inplant fetal tissue, or for quality control
and storage of such tissue.

NBAC s review of Case 1 needs to cover the report of the Human
Fetal Tissue Transplantation Research Panel, 2 the history of the
"indefinite" noratorium??® and the legislative history of the
Research Freedom Act. Also inportant is the history of fetal
tissue transplant research funding by the NIH for several years,
whi ch has proceeded entirely within the federal requirenents and

wi t hout significant incident.

125 See footnote 6.

126 Fletcher J.C. (1990). Fetal tissue transplantation
research and Federal policy: a growing wall of separation. Fetal
D agnosi s and Therapy, 5, 211-225.

127U . S. General Accounting Ofice, (1997). N H Funded
Research: Therapeutic Hunan Fetal Tissue Transpl antation Projects
Meet Federal Requirenents. Report to the Chairnmen and Ranking
Mnority Menbers, Commttee on Labor and Human Resources, U. S
Senate, and Conmttee on Commerce, House of Representatives. US-
GAO, Washi ngton, DC, March.
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These considerations of Case 1 are not beyond noral chall enge
by a vi ew condemmi ng nost el ective abortions as unfair to the fetus
and claimng that researchers who use fetal tissue are norally
complicit with killing fetuses in abortions. To defend Case 1
adequately, NBAC s report nust critically reviewthe literature in
the 1990s on the conplicity issue. '?®

Case 2. Case 2 is simlar to Case 1 in three norally
inportant ways and different in one clear and distinguishing
feature. At the outset, one nust concede that Case 2 is nore
controversial than Case 1 because it involves use of |iving enbryos
in research. However, wuse nust be further specified to the
prei npl antation stage, and further, that uses by researchers wll
not, under any circunstances, include human reproduction.

a) Benefi cence-based consi derations. First, simlarly to

Case 1, society and science can benefit in many ways by permtting
research with excess enbryos, as the Human Enbryo Panel showed in
1994. Deriving PSCs from bl astocysts and studying their potenti al

can only add to these benefits.??® G ven research findings in the

128 See Siegel, A (1999). Conplicity and Consent (draft). NBAC
Docunent, April 8, 1999.

129 1n the unlikely event that research proves that PSC
research will not lead to cell-replacenent therapy, science and
society wll be better off. A negative finding benefits science

and prevents harnful experinmentation.
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mouse, it appears likely that human beings will receive benefits
from PSC research.'® The Human Enbryo Panel supported federa
fundi ng of derivation of PSCs fromenbryos in 1994. Today, science
and society are in verifiable proximty to this goal. Advances in
PSC research, stem cell biology, and cloning technology are the
maj or new factors in the scientific context.

| ack of evidence that enbryo research had yielded clinica
benefits was anong several criticisns of the NIH Enbryo Panel's
position. Daniel Callahan ¥ wote that the Panel had not "cited
a single actual benefit" from enbryo research permtted in other
nations or under private auspices in the U S Specul ating that

either there were no benefits to report or the Panel "just forgot

to ask,"” he skeptically continued, "In any case we are asked to bet
on the future benefits. | wonder what odds the bookies in Las Vegas
woul d give on this one." Watever the odds may have been in 1995,

recent PSC research dramatically increase the odds that using human
enbryos as a source of PSCs will lead to major scientific and

clinical benefits. PSC research adds strength to the

130 Rat hjen, P.D., Lake, J., Wyatt, L.M, et al. (1998).
Properties and uses of enbryonic stem cells: prospects for
applications to human bi ol ogy and gene therapy. Reprod, Fertil, &
Devel , 10, 31-47.

131 Call ahan, D. (1995, Jan-Feb). The puzzle of profound
respect. Hastings Cent Rep, 25, 39-43
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consequentialist argunents that pronote the obligations of
benefi cence in Case 2.

Secondly, Case 1 and Case 2 are simlar with respect to the
issue of the inevitability of discard. Wereas all fetal tissueis
discarded if not namde available for research, only a certain
per cent age of enbryos will be eventually discarded. * The options
for couples in |IVF about disposition of excess enbryos are:
cryopreservation for subsequent thawing and use to treat their
infertility, donation to other infertile couples, or for
research. 3 The sane consequentialist reasoning about inevitable

discard used in Case 1 also applies to Case 2 and hei ghtens the

132 Reseach to date by the NBAC staff on the question of
"di scard" shows: 1) a wide variation of practices regardi ng consent
for cryopreservation of excess enbryos and choices about
di sposition of enbryos, 2) only 10-25 percent of frozen enbryos are
truly considered excess, 3) patients are nore likely to discard
enbryos than donate to other couples, 4) at clinics where the
option to donate enbryos to research is given, couples are equally
as likely to donate as to discard, and nost significantly, 5) new
technol ogy allows |onger culture of enbryos (up to 5 days) and
permts nore quality assurance; enbryos that do not appear norma
and i nplantabl e are di scarded and the renai ning desirable enbryos
are frozen. The prelimnary picture, which calls for nore
research, is that there are several pressures that will reduce the
supply of excess enbryos for research

133 The options to shape an optimal process for inforned
consent nust be exam ned to heighten assurance that the enbryos
donated for research in Case 2 are ones that will be discarded and
di e.
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obligation to be beneficent.'* Reasons for patients and society to
forgo such benefits nust be strong enough to be overriding.

In this vein, the nost conpelling reason to forego such
benefits would be that a publically supported practice of enbryo
research would threaten society, in the words of Hans Jonas:

.. by the erosion of those noral val ues whose | oss, caused by

too ruthless a pursuit of scientific progress would nmake its

nost dazzling triunphs not worth having. "1
NBAC can use this classic statenent of the noral |imts of
bi onedi cal research with human subj ects as a baseline fromwhich to
eval uate the noral effects of enbryo research. ¥ \What work does
the statenent do in relation to Case 2? Jonas' query wll be
expl ored below in a section on considerations of non-nal efi cence.

W have seen so far that Dbeneficence-based argunents

hei ght ened by the consequences of inevitable discard and | oss of

134 pParens' focuses on the problens of ascertaining the
"intentions of enbryo nmakers" at the time of creation of enbryos
(i.e., to reproduce or to use for research) and is skeptical about
the validity of a norally relevant difference between Cases 2 and
4. However, Parens does not take account of the simlarities of
Cases 1 and 2 in terns of the consequences of discarding fetal or
enbryonic tissue. Parens, E. (1999). What Has the President Asked
of NBAC? (draft). NBAC Docunent, April 4, pp. 10-13.

135 Jonas, H  (1969). Philosophical reflections on
experinmenting with human subj ects. Daedal us, 98, 245.

13 This is not an argunent that an enbryo is a hunman subject.
It is a thought experinent using Jonas' noral wi sdomas a mrror
for reflection.
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opportunity to benefit, as in Case 1, are a first source of noral
appeal to shape a consensus on access to donated enbryos in
research.

b) Aut onony-based considerations. Mral obligation based in

respect for autonomy is a third noral simlarity between Cases 1
and 2. |If society ought to respect the autononobus and altruistic
choi ces of donors in Case 1, it follows that the sane inperative
bears on Case 2, provided that the noral argunent for access to
enbryos is strong enough to overcone objections. Parents who
donate enbryos want to contribute to know edge about infertility,
cancer, and genetic disorders. Such know edge may yield solutions
to relieve sickness and human suffering. These altruistic notives
deserve respect as do the procreative intentions that caused the
original creation of the enbryos. | VF enbryos are generated by
deci sions of couples who want to reproduce thensel ves. One nust
assunme that they care about their enbryos and enjoy the right to
make deci sions freely about options for disposition. These enbryos
exist within a web of caring relationships and are not isolated
"research material." The federal and sone state bans on |VF
enbryo research inplicitly forbid enbryo donation for research

These bans conflict with a right to nake such donations in that is
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respected in other states in the context of privately supported
research.

Appeal to respect for the autononous choices of donors of
enbryos is a second source of support for argunents favoring
access.

c) Consi derations based in non-naleficence. Case 1 and Case

2 differ in one significant respect, i.e., the fetus as a source of
PSCs is dead and cannot be harned by research activities, but the
donated enbryo is a living organismthat will die in the process of
research rather than from bei ng di scarded altogether.

In noral termnms, the major difference is that the abortion
causes the death of the fetus, and the research causes the death of
the enbryo. How ought this difference be norally eval uat ed? l's
Case 2 conparable in any way with cases of transplanting organs
fromthe "dying but not yet dead" to benefit others and society,
e.g., the case of harvesting organs from dyi ng anencephalics prior
to brain death?

Answers to these questions depend upon answers to deeper
questions about noral perspective. What kind or type of case is
Case 27 VWat are the strengths and weaknesses of varying
perspectives on the noral worth of enbryos? Can enbryos even be

"harnmed" in research? How nmuch protection ought society to give
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enbryos in research? Finally, there is the Jonas query, i.e.
will permtting enbryo research, especially in the context of Case
2, so erode noral values as to make even the "dazzling" goal of
cell -repl acenent therapy "not worth having?"

VWhat kind of case is Case 2? |If viable PSCs were derivabl e

from donated enbryos that were "allowed to die," 3 then Case 2
would clearly follow Case 1 in a |line of cases of cadaveric sources
of organs and tissues, including fetal tissue. Cadaveric
transpl ants have strong noral backing. However, when an enbryo at
t he bl astocyst stage stops devel opi ng and di es, one nmust assune the
deterioration of the inner cell nmass along with the PSCs within it.
Case 2 is not in the cadaveric |ine of cases.

However, given the procreative intent®® of infertile couples

and the clinicians who help them Case 2 is also not a case of

137 Two experts, Ted Thomas (University of Virginia) and Mark
Hughes (Wayne State University), were asked their opinion on the
guestion of whether viable PSCs woul d survive enbryo death. Each
viewed it as highly inprobable but knew of no research on the
specific question. Dr. Hughes referred to the non-viability of DNA
sanpl es taken from 4-5 day old enbryos in the process of dying.
(Personal communi cation, Feb. 25, 1999)

138 The noral relevance of parental intent to procreate as well
as their active concerns for their enbryos is discussed in: Annas,
GJ., Caplan, A, Elias, S (1996). The politics of hman enbryo
research - avoiding ethical gridlock. N Engl J Med 334, 1329-32.

139 Parens' points about the difficulties of oversight bodies
in discernining intentions of "enbryo nmakers" are well taken. See
footnote 100 above, p. 11. However, oversight bodi es ought to be
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creating enbryos solely for research as are Cases 3 and 4. Cases
3 and 4 are in a new line of enbryo cases posing an issue of
whet her there can be two norally acceptable reasons for de novo
creation of enbryos: procreation and research. As long as the
nunber of ova stinulated and fertilized in individual treatnent
were not being mani pul ated in order to produce an excess nunber of
enbryos for research, Case 2 ought not to be viewed within this new
line of enbryo cases.

In my view, if the donative feature and the inevitability of
di scard in Case 2 can be authenticated, then Case 2 is nore siml ar
to Case 1 than Cases 3 or 4. The simlarity is especially strong
when one considers the | argely bad consequences of discarding fetal
and enbryonic tissue suitable for research. Mral authentication
of donation and di scard requires two stages of the i nformed consent
process. The first stage would be inforned consent for treatnent
of infertility by the procedure of |[|VF Patients need to
understand | VF' s known risks and benefits. This first discussion
should include the issue of the nunber of viable enbryos to be

transferred.

nore concerned with the authenticity of the consent process for
parents to donate enbryos for research than with discerning their
i ntentions.
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The treatnent stage ought to be separated froma second stage
of informed consent regarding cryopreservation and options for
di sposition of excess enbryos: i.e., continued treatnent of the
couple's infertility, donation to other infertile couples, and
donation for research. The decision to donate enbryos for research
shoul d be the last option explained with no undue influence on the
choi ce of the couple or the woman.

Moral status of enbrvos. Views about the npral status of

enbryos al so i nfluence the choi ce about whether Case 2 belongs to
the line of cases represented by Cases 3 and 4. Do "excess"
enbryos donated for research |lose their noral worth because they
have been sel ected for research? 4 |f one views enbryos as havi ng
no noral standing at all, then the "noral worth" question is noot.
| f one has serious noral concerns about Case 4 on the grounds that

"It seens to cheapen the act of procreation and turn enbryos into

140 This is a conplex question that is related to the issue of
nmoral worth of fetuses in the context of abortion. U S. public
policy is that there should be no difference in the degree of
research protection owed to fetuses in the abortion context than in
a context of continued gestation to delivery of the infant. This
"CGol den Rul e" approach to fetal research is repeated in the enbryo
ban. The point is that the policy history within which NBAC is
wor ki ng assunes that there ought to be no differences between the
noral worth of enbryos, regardless of their source. This policy
framework i s open to challenge, but it is the prevailing framework.
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commodities,"' then one wll focus strongly on the donative
feature and the integrity of the consent process. Research wth
enbryos donated by parents is easier to justify than creating
enbryos for research, because the parents have authority over the
di sposition of their enbryos. 142

The Appendi x di scusses a spectrum of noral views on enbryo
research. \What are human enbryos noral ly consi dered? Wat degree
of social protection should be given to human enbryos? The work of
t he the Human Enbryo Research Panel on the issue of noral status of
enbryos criticized "single criterion" approaches to personhood

(e.qg., genetic diploidy or self-concept).!® The Panel desired to

141 Annas, et al., at footnote 63, p. 1331.

142 1n my view, the decisive factors in Cases 3 and 4 conbine
the degree of weight given to the noral status of enbryos wth
proximty to scientific and clinical benefits.

143 The Human Enbryo Panel's choice of a "pluralistic" ethical
analysis of the noral status of enbryos reveals a degree of
equi vocation in its Chairman's statenents in his letter of
transmttal to the Advisory Commttee to the Director, NIH  Dr.
Mul I er states: "The panel began fromthe position that it was not
cal |l ed upon to decide which anong the wi de range of views held by
American citizens on the noral status of preinplantation enbryos is
correct, but rather that its task was to nmake recommendati ons t hat
woul d assist the NIH in devel opi ng gui delines for preinplantation
human enbryo research that took full account of generally-held
public views regarding the beginning and devel opnent of hunman
life." Stephen Muller to Ruth Kirschstein, see footnote 7 above, p.
v. The report describes two approaches to debates on the issue of
nmoral status: one proposes sone single criterion, a second approach
is "pluralistic.” "It sees noral respect and personhood as deri vi ng
not fromone or even two criteria fromfroma variety of different
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take a broader and nore "pluralistic" approach. Key sections
descri bing this approach are worth reproduci ng here:

..[1t] enphasizes a variety of distinct, intersecting, and
mutual ly supporting considerations...the conmmencenent of
protectability is not an all-or-nothing matter but results
froma being's increasing possession of qualities that make
respecting it (and hence limting other's liberty in relation
to it) nore conpelling.

Anmong the qualities considered under a pluralistic approach
are those nentioned in single criterion views: genetic
uni queness, potentiality for full developnent, sentience,
brain activity, and degree of cognitive devel opnent. O her
qualities nentioned are human form capacity for surviva
outside the nother's wonb, and degree of relational presence
(whether to the nother herself or to others included genetic
uni queness, potential for full devel opnent, sentience, brain
activity, and degree of cognitive devel opnent. Although none
of these qualities is by itself sufficient to establish
per sonhood, their devel oping presence in an entity increases
its noral status wuntil, at sonme point, full and equal
protectability is required. 4

The Panel cited simlar reasoning about the ethics of enbryo
research by the U S. Ethics Advisory Board in 1979, the Warnock
Commttee in the U K in 1984, and a Canadi an conm ssion in 1993.

In an inportant article, Annas, Caplan, and Elias criticized

the Panel's ethical perspective. % These authors found that:

and interacting criteria." See footnote 7 above, at pp. 35-36. A
fair reading of the report would lead one to conclude that the
Panel took a definitely |iberal position on noral status, did not
defend it as such, and then used the term "pluralistic" as a
surrogate for what the |iberal majority m ght approve.

144 See footnote 4, pp. 38-39.
145 At footnote 63.
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"the pluralistic framework.. is not convincing. This is so
primarily because that framework requires a detail ed anal ysis

t hat expl ains why the particular properties cited confer noral

worth, or to what degree each property cited is necessary and

sufficient. Wthout such an underlying rationale, the
framework | ooks like an attenpt to rationalize a desired
conclusion -- nanely, that sone research on enbryos ought to
be permtted -- rather than to derive a conclusion from an

ethical analysis. (p. 1330)

Beyond critique of the argunent's content, the article was
very critical of the Panel's discussion of the noral status of the
fetus apart fromthe relationship of parents with their enbryos or
an intent to procreate. They argued that "..an enbryo has noral
standi ng not so nmuch for what it is (at conception or |ater) but
because it is the result of procreative activity." (p. 1330) 1In
their view, the noral standing of enbryos not only derives froma
"cluster of properties" that the enbryo possesses but also fromthe
"interests that potential parents and society bring to procreation
and reproduction.." This criticismreveal ed the need for a noral
framework for enbryo research that conpensates for the weaknesses
of the work of the Human Enbryo Panel and draws on ot her ethical
per specti ves. NBAC s report on PSC research should aim for

i nproved argunments. Part 111 of this paper undertakes this task.

Can Enbryos Be Harnmed in Research? The article by Annas, et

al. makes the excellent point that the interests of parents and

146 at footnote 63, p. 1131.
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society in procreation can be damaged by norally unjustified enbryo
research. But can an enbryo be harned in research? On the one
hand, one may concur with the Ethics Advisory Board' s !4 position
of "profound respect” for the preinplantati on human enbryo, due to
its human origins. On the other hand, one can hold wthout
contradi ction that an experinent ending in an uni nplanted enbryo's
death did not "harnf the enbryo. The enbryo is an organismwth
human origins but w thout sentience or a set of interests. Harm
cannot be done to such an organismuntil the capacity for sentience
has been established, which could only occur in the context of
gestati on. From this perspective a clear and "bright 1Iine"
di fference enmerges between the noral status of living children and
enbryos. To be sure, society does not permt conparable
experinments with living children who are sentient and who have
interests. However, society does permt Phase |l trials in children
with cancer, and these trials carry a risk of norbidity and
nortality. 48

It is possible, of course, to danage an enbryo in research.

The damage woul d becone "harnful" in the noral sense only if the

147 Et hics Advisory Board, op.cit., p. 101.

148 Furman, WL., Pratt, C.B., Rivera, GK (1989). Mrtality
in pediatric phase | clinical trials. J Nat Cancer Inst 81, 1193-
94.
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enbryo was transferred to a human uterus and a future sentient
person was harned by the damage once done to the enbryo. 4 Thi s
potential abuse can be prevented by regulation forbidding the
transfer to a human uterus, after research activities, of any
enbryo or its equival ent.

Jonas' query. Enbryo research has proceeded in the private

sector, regulated only by professional ethics. In this context, a
wide diversity of practices could probably be found anong
researchers located in the nation's infertility centers.?® Until
more is known about the actual shape of these practices, it is
difficult to answer Jonas' query in terns of whether these
unregul ated activities are "too ruthless a pursuit of scientific
progress.” One can cite damage done by lack of regulation and
accountability to "society's noral values", but it is debatable
whet her enbryo research as conducted today in the private sector is

seriously "eroding" those noral values. In ny view, if limted to

149 This point is made by Hel ga Kuhse and Peter Singer in
"I ndi viduals, Humans, and Persons,"” in Singer, P., Kuhse, H.,
Buckle, S., et al., eds. (1990). Enbryo Experinentation. Ethical,
Legal , and Social Issues. (Canbridge: Canbridge University Press),
p. 73.

150 \What is known about these practices? Has any research
been done about whether the guidelines for enbryo research
recommended by the Anerican Society for Fertility and Sterility are
followed? |Is it known whether researchers supported by private
funds submt their protocols to |ocal |IRBs?

Draft 3 76



Case 2 and under conditions discused in Part I1l, FFER could
proceed increnentally. ! Part 11l provides a noral argunent to
support this step. It is obvious, however, that a too "ruthl ess" or
comercial ly aggressive pursuit of enbryo research could seriously
threaten the values defended by Annas, et al. and others. For
exanple, if researchers -- wthout any public discussion --
abruptly pursued a version of Case 3 by fusing human sonmatic cells
with enucl eated aninal ova to create defective enbryos in order to
derive PSCs, the Jonas query could clearly be answered in the
positive. The deliberate and cautious approach to PSC research
taken by the NIH to PSC research is ethically appropriate and
commendabl e.

O her Concerns Based in Nonmaleficence. The Human Enbryo

Research Panel carefully outlined a set of principles and
gui del i nes'®? to prevent abuses and mninize harms to societal
val ues and human bei ngs. In brief, these were: 1) scientific
conpetence of investigators, 2) valid research design and
scientific/clinical benefits, 3) research cannot be otherw se

acconplished (prior animal research required), 4) restricting

151 This step could be taken after the NIH s "downstreant
approach to fundi ng PSC research has had a chance to be tested.

1521994, vol 1, pp. X-Xi.
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nunmber of enbryos required for research, 5) informed consent of
enbryo donors for the specific research to be undertaken, 6) no
purchase or sale of enbryos for research, 7) IRB review, 7)
equitable selection of enbryos, 8) a 1l4-day limt on length of
research.

Case 3. This case involves PSCs to be derived from human (or
hybri d) enbryos generated asexual | y by SCNT, using enucl eat ed human
or animal ova for fusion. The rule of the Council on Science and
Society is relevant to Case 3. 2 Until nore is known about this
unverified possibility, noral judgnents are inappropriate. Unlike
Cases 1 and 2, virtually nothing is known scientifically about SCNT
as a source of human PSCs. Case 3 is ranked above Case 4 due to
the therapeutic potential of growing the patient's own cells to
return to the patient in autol ogous cell-replacenment therapy, in
theory avoiding graft vs. host disease. Consi dering the
prospective clinical benefits of SCNT-created PSCs, nore noral
support for Case 3 than for Case 4 seens predictable. A bal ancing
and controversial factor is that the product of SCNT (using an
enucl eat ed human egg) woul d arguably be a human enbryo which coul d

becone a human being if transferred to a uterus. The NBAC s

153 See footnote 113 above.

Draft 3 78



recommendations for a ban (with sunset provision) on cloning a
human being are rel evant here.* Cearly, SCNT as a source of PSCs
coul d not be pursued wi thout a clear ban on nmaking a baby by this
met hod.

Case 3 is arguably different fromall other cases due to the
asexual origin of the source of PSCs, although a form of donation
is involved. |In Case 3, individuals donate a somatic cell and an
ovum for asexual reproduction of the DNA in the nucleus of the
somatic cell. Are enbryos fromthis source of less noral worth
t han sexual | y generated enbryos?! The answer is related in part to
intent: creating enbryos by SCNT would be done to pronote
clinically prom sing research to hel p human bei ngs, which is a very
different case fromthe original intent wth which enbryos in Case
2 were made, i.e., procreation. However, if one would not argue

t hat enbryos deliberately created for research (Case 4) are of | ess

154 Cite cloning report.

15 Julian Savul escu sees no norally relevant differences
between "a mature skin cell, the totipotent stemcell derived from
it, and a fertilized egg. They are all cells which could give rise
to a person if certain conditions obtained." Savul escu, J. (1999).
Shoul d we cl one hunman beings? Cloning as a source of tissue for

transplantation. J Med Ethics 25, 87-95. | aminclined to agree
with this reasoning, although the verifiable possibilities of
creating inplantable human enbryos by cloning nust still be

est abl i shed.
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moral worth than "excess" enbryos, then the enbryos in Case 3
should not be so viewed. In US. public policy an enbryo is an
enbryo, however nade. However, the main point is that to go
t hroughly down the SCNT road requires a full scale reviewthat wll
be only specul ative due to |ack of information.

Considering the intent of the progenitors, Case 3 is nore
simlar to Case 4 than it is to cases 1 and 2. The intent is to
create enbryos by SCNT only for the sake of research

Case 4. In this case PSCs would be derived from human

"research" enbryos created from donor ganetes. Although the

activity is the sanme in Case 4 as in Cases 2 and 3 -- research
i nvol vi ng human enbryos -- Case 4 invol ves an i nportant and noral |y
relevant difference from Cases 1 and 2, i.e., the deliberate

creation of enbryos for research from donated ganetes. Depending
on the circunstances, the donors nmay be individuals unknown to one
another, or couples with particular genotypes of interest to
researchers. \Wether one views this activity as a major step in
noral evolution that is justifiable for conpelling scientific and
clinical reasons (as | do) or as laden wth "synbolisnt
(Robertson), there are reasons to argue that Case 4 is different

and nore conplex norally than Cases 1 and 2. One reason is that
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creating enbryos for PSC research is a precedent for inheritable
genetic nodifications of enbryos.* The enbryos woul d be belong to
couples at high risk for genetic disease. NBAC does not have the
time or resources at present to conduct a full exploration of this
t opi c.

In addition to their major argunents in support of FFER, the
Human Enbryo Panel justified Federal funding (subject to additiona
review) of this activity to generate PSCs for research. There was
a debate anong panelists about the noral and scientific
justification of this recomendation. The i ssue concerned creating
banks of cell lines fromdifferent genotypes that encoded different
transpl antation antigens, the better to respond to the transpl ant
needs of different ethnic groups. This would require recruitnent
of enbryos from ethnically different donors. However, the
possibility of genetic alteration of genes controlling the major
hi stoconpatibility conplex would obviate this step. This is a

scientific question that still renai ns unanswered today. 7

156 Al so i nappropriately called "human germ i ne gene therapy."
This intervention should not be called "therapy" because there is
i ndi vidual who is the object of therapy. Eric Juengst views this
intervention as treatnent of the enbryo's DNA and prevention of
di sease in the future child. One should also not use the term
"therapy" in connection with an unproven techni que.

157 Gearhart, Science 6 Nov 1998, 1061
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The di scussi on has shown i nportant differences between Cases
1-2 and 3-4. Also, areviewof the scientific background and need
for research in Cases 3-4 would be a maj or undertaki ng which could
not be conpleted in the tinme frame proposed by NBAC. In summary,
an i ncrenental approach to these cases seens to indicate that NBAC
shoul d concentrate on Cases 1-2 and i ncl ude sone attention to Cases
3-4 with enphasis on the simlarities (these yield PSCs for
research) and major differences as to neans and ends.

Transition to Part 111. Hopefully, Part 11 has presented

per suasi ve reasons why an increnental approach to NBAC s tasks is
preferable to an exhaustive approach. Al so, the principles and
rul es enbedded in Cases 1 and 2 can serve as sources of appeal to
strengthen the case for consensus anpong Commi ssioners as to why
these are defensible situations for access to fetuses and excess
enbryos for PSC research. However, a fuller noral argunment is
necessary to justify federal funding for access to enbryos in Case
2. Let us nowturn to that argunent.
PART I11. MORAL ARGUVMENTS FOR FEDERAL FUNDI NG
OF RESEARCH | NVOLVI NG EXCESS EMBRYOS

A. I VF, Enbryo Research, and Public Bioethics
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Before in vitro fertilization (IVF), the only purpose to
generate enbryos was procreation, i.e., to produce offspring. |VF
added a second purpose: to view the preinplantation enbryo and
study a variety of biological and clinically rel evant questions.
Bef ore | VF, gynecol ogi cal surgery ! was the sole neans to viewthe
preinplantation enbryo or to obtain specinens. Rock and Menkin
(1944), Edwards, et al. (1969), and Soupart and Strong (1974)
pi oneered | VF. *° | VF provi ded a wi ndow of unparall el ed opportunity
but one clouded wth noral controversy. From the outset, noral
traditions that value only "natural™ human reproduction chal | enged
the noral justification for |IVF and enbryo research

Enbryo research has a variety of goals, i.e., to inprove
infertility treatnment, to understand the preinplantation stages of
the human enbryo, to study origins of sone types of cancers

genetic disorders, birth defects, etc. Wen DNA technol ogy and | VA

158 Dr. John Biggers inforned the Ethics Advisory Board in 1979
that, prior to IVF, the total body of information about human ova
and enbryos was conprised of 15 specinens in the world's
literature. Ethics Advisory Board, Appendix, No. 8, pp. 7-18.
Di scussed in Gobstein, C From Chance to Purpose (Reading, MA
Addi son- Wesl ey, 1981), p. 36.

%9 Van Bl erkom J. (1994). The history, current status, and
future direction of research involving human enbryos. In Nationa
Institutes of Health. Papers Comm ssioned for the Human Enbryo
Research Panel. (1994) vol. 2, p. 9.
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converged, scientists could pose basic questions: e.g., "Wen does
gene expression begin in the enbryo?" 1% Studi es of such questions
are permtted in the U S private sector but banned in the federal
sector.

Enbryo research is a major step in noral evolution. |ndeed,
there is not only a long-standing noral debate about creating
enbryos for research by fertilizing ova with spermbut a new phase
of that debate about asexual creation of enbryos by SCNT. One
shoul d expect a certain degree of confusion and a great need for

education anong the public about these matters. ' The evol ution of

10 Braude, P., Bolton, V., and Moore, S. (1988). Hunman gene
expression first occurs between the four-and eight-cell stages of
prei npl antation devel opnent. Nature, 332, 459.

161 Al t hough she agreed in principle with the Human Enbryo
Panel's recommendation to approve federal funding for creating
enbryos only for research, Patricia King's partial dissent to the
Human Enbryo Panel's report stated: " Allowng fertilization of
oocytes expressly for research purposes offers potential for
benefit to humankind, but it also raises fundanental ethical
concerns. The prospect that humanity m ght assune control of life

creation 1is unsettling and provokes great anxiety. The
fertilization of human oocytes for research purposes i s unnerving
because human life is being created solely for human use. | do not

believe that this society has devel oped the conceptual franeworks
necessary to guide us down this slope. My concerns are heightened
in the context of research activities where practices cannot be
monitored easily by the public and where it is difficult to
ascertai n whether the research i s bei ng conducted responsibly." See
footnote 7 above, NIH Human Enbryo Panel Report, vol. 1, p. A-3.
G ven the strong reactions to the Panel's report, Prof. King's
di ssent was correct. A nore noderate and i ncrenental approach could
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nmoral beliefs guiding social roles, practices, and institutions
occurs very slowy. 2 Conflicts of loyalties and intense
struggl es, which are not always peaceful, mark the paths of such
changes. % I n open denobcracies, an electorate and a judiciary
informed by different noral traditions help to guide the scope and
pace of noral evol ution.

Furthernore, national and state comm ssions in bioethics can
play a key role in providing guidance to policy makers and the

public on controversial noral issues in research and nedicine. 16

have been taken by the Panel. Her words are just as fittng today
as in 1994 and should serve as a caution to NBAC

162 The Warnock Commi ssion (1984) in the U K was the first
publ i c bioethics body to address the questions of enbryo research.
Their report eventually led to the an Enbryo Research Act (1990)
which permtted enbryo research under the careful scrutiny of a
public authority that grants licenses for this activity. See,
Department of Health and Social Security, (1984). Report of the
commttee of inquiry into human fertilization. London: Her
Maj esty's Stationery Ofice, 1987.

163 Rachaels, J. (1990). Created From Aninmals, (New York,
Oxford University Press) is an excellent discussion of the slow
pace of cultural change in the context of the noral inplications of
Darwi n"s di scovery of evolution by natural selection.

164 G te the OTA study (1990?) on the history and various types
of comm ssions and panels in bionedical ethics in the federa
sector. Also see: Fletcher JC, MIller FG (1996). The prom se and
perils of public bioethics. In The Ethics of Research Involving
Human Subjects: Facing the 21st Century, H Y. Vanderpool, ed.
(University Publishing Goup, Frederick, M, 1996), pp. 155-184.
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I nsofar as PSC research is concerned, NBAC can contribute to
present and future federal and state policy on the practice of
human enbryo research. Key questions are: Is it norally acceptable
to use any enbryo in research? Is there a norally relevant
di fference between enbryos donated by infertil e coupl es and enbryos
made by scientists but intended only for research? To what degree
shoul d society protect human enbryos in research? % Answers to
t hese questions draw on noral and political traditions, as well as
policies governing the relation of science and society. The next
section previews the main argunent in this paper.

B. Conflicting Moral Views and a Third Possibility

Technol ogy does not cause the noral problens |inked to I VF and
enbryo research. Cashing interpretations of the noral |egitinmacy
of using and discarding creating enbryos for research give rise to

t hese problenms. PSC research today is mainly enbroiled in renewed

165 President Cinton's own response to the Enbryo Panel's
recommendations in 1994 illustrates this point. He could accept
research with excess enbryos but not with enbryos created only for
research. Marshall, E. (1994). Human enbryo research. Cinton rul es
out sone studies. Science, 266, 1634-35. An editorial, "Enbryo
research: drawing the line," Washington Post, Cct. 2, p. A21, 1994
had earlier expressed the sane view
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controversy about the noral legitimacy of using live enbryos in
resear ch. 166

Two polar opposite positions appeal to the sane ethical
principle -- respect for persons-- but totally disagree on what
ought to be done. These positions focus al nost solely on the nora
status of the human enbryo. Each view appeals to biological data
to settle the issue. Defenders of the first position argue that
"..the human being nust be respected -- as a person -- fromthe
very first instance of his existence." 1% Mbreover, society ought
to protect human enbryos because of their genetic uniqueness and
potential to beconme persons. In this perspective, enbryo research
is a form of unjustified killing. Scientists cannot ethically
| earn whether enbryo research can lead to significant scientific
and clinical gains, since enbryos would be destroyed in the

process.

166 Appendix | to this paper presents a full spectrum of noral
views on the noral standing of enbryos and the degree of social
protection enbryos deserve in research activities.

167 Vatican, Congregation for the Doctrine of the Faith.
(1992). Instruction on respect for human life in its origin and on
the dignity of procreation. In Al pern, D, ed. (1992). The Ethics
of Reproductive Technol ogy, (New York: Oxford University Press),
85; see also Doerflinger, RM (1999). Testinony before the Senate
Appropriations Subcommttee on Labor, Health and Education, Jan.
26.
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A second approach al so appeal s to the principle of respect for
persons. However, this view holds that the biology of the human
enbryo counts agai nst giving enbryos any noral status that would
prevent research to benefit patients, science, and society. For
exanpl e, since twinning can occur in this period, "a determ nate
human bei ng does not yet exist."'% Further, w thout inplantation
and gestation to fetal viability and beyond, an enbryo can have no
interests that society ought to protect. In this view, enbryo
research poses no conparable noral clains of the type nade by
actual persons. This view of enbryo research focuses largely on
“"brain life" as pivotal for authentic personhood.

These conservative and |iberal approaches collide sharply.
Different worldviews and religious interpretations can lie in the
background of these conflicts. In a comm ssioned essay for the NIH
Human Enbryo Research Panel, Steinbock di scussed these views and

their variants, noting origins in the abortion debate. 1 She

168 | ockwood, M (1995). Human identiy and the primtive
streak. Hastings Cent Rep 25, (Jan.- Feb.), 45.

169 | ockwood, M (1985). When does a life begin? In Mra
Dilemmas in Mdern Medicine, Lockwood, M, ed. (Oxford: Oxford
University Press), 9-31.

170 St ei nbock, B. (1994). Ethical issues in Human Enbryo
Research. In National Institutes of Heal th, Papers Comm ssioned for
the Hunan Enbryo Research Panel, 30-32.
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identified a third position as a "conpromse between the
conservative and |liberal views," i.e., that "although enbryos are
not persons, they have noral value as a formof human life." 1In a
section entitled "A Third Position: Enbryos Have Synbolic Val ue,"
she discussed how several official panels that considered the
ethics of enbryo research adopted this position. 't

The framework of "synbolic value" stens from Robertson's work
on the ethics and | aw of enbryo research. His franmework for the
status of the enbryo is: "special respect but no rights for
enbryos." Respect is due, because the enbryo is a "potent synbol

of human life." 2 |n Robertson's view, special respect takes the

171 See footnote 3. The Ethics Advisory Board (1979) found
that "the human enbryo is entitled to profound respect; but this
respect does not ncssarily enconpass the full legal and nora
rights attributed to persons.” (pp.35-6) The Warnock Commttee's
position was that "the enbryo of the human species out to have a
special status,"” and "should be afforded sone protection in |aw "
(pp. 63-4). The NH Human Enbryo Research Panel stated that
"al t hough the preinplantation human enbryo warrants serious noral
consideration as a devel oping formof human life, it does not have
the sane noral status as an infant or child." (p. x)

172 "Special respect but no rights for enbryos nakes sense
ifone views the underlying ethical and policy question as one of

denonstrating respect for human life. If the enbryo is too
rudi mentary in devel opnent to have interests, it may neverthel ess
be a potent synbol of human life." Robertson, J.A (1995).

Synbolic i ssues in enbryo research. Hastings Cent Rep 37 (Jan-Feb),
37. Also, see his testinony before the NBAC. Jan. 19, 1999, pp. 81-
87.
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formof rigor of research review and fidelity to safeguards that
ought to surround enbryo research

To date, NBAC s deliberations reflect a conprom se view with
significant differences from the Human Enbryo Research Panel's
perspective and recomrendations. Conmi ssi oners appear to seek
hi gher recognition of and enpathy with inportant noral concerns
wi thin the opposing position than did the Panel's report, although
the Panel's process could not be faulted along these |ines.?!
Commi ssioner Charo is a critic of the "synbolic val ue" franmework,
because it is dismssive of the noral concerns and suffering of
opponents of enbryo research. She was also critical of the Human
Enbryo Panel's noral reasoning as too exclusively "bioethical" by
focusing al nost entirely on issues of noral status, rather than on

political ethics and on justice issues in particular.! She has

173 "The Panel held six extensive neetings, heard 46 oral
presentations, and received over 30,000 letters, cards, and
signatures on petitions as a panel, plus uncounted hundreds of
itenms of correspondence addressed individually to panel nenbers.
From the firt to the last day of the panel's work, there was
const ant and prof ound awar eness of the high |l evel of public concern
about the sensitive and conpl ex i ssues involved." Stephen Miuller to
Ruth Kirschstein, October 12, 1994. See footnote 7 above, at p. V.

174 Charo, RA (1995). The hunting of the snark: the noral
status of enbryos, right-to-lifers, and third world wonen. Stanford
Law & Policy Rev 6, 11-27
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made this same argunent in other witings. She was recused from
NBAC s deliberations on PSC research. 176 However, her oprior
witings and tal ks on enbryo and fetal research are very inportant
to NBAC s considerations and clearly influence part of the argunent
in Part I11. Although it requires sonme supplenentary argunents,
Charo's justice argunents are a promsing direction for an ethics
of conpromse on FFER that is faithful to the legacy of the
Nat i onal Comm ssion on FR President dinton's request to bal ance
"all (enphasis added) ethical and nedical considerations"” can be
seen as reinforcenent for Charo's main point. Can there be any
degree of overlapping consensus between the two views of the
norality of enmbryo research described above?

C. Dwrkin's Partly Unifying Principle

175 See footnote 20; also Charo, R A (1995). "La penible
val se hesitation": fetal tissue research review and the use of
bi oet hi cs comm ssions in France and the United States. |In Bul ger,
RE, Bobby, EM Fineberg, HF, eds, Society's Choices: Social and
Et hi cal Decision Making in Bionedicine. (Washi ngton, DC. Nati onal
Acadeny Press), 477-500; Charo, R A (1996). Principles and
pragmati sm Kennedy Institute of Ethics J 6, 319-22.

176 Conmi ssioners Charo and Greider were recused because they
are enployed by universities (Wsconsin and Johns Hopkins) wth
financial interests in PSC research (Thonmson and Gearhart studies)
and issues that NBAC will address in its recommendati ons. NBAC
Proceedi ngs, Feb. 2, 1999, p. 2.
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Simlar to the abortion debate, a single-mnded focus on the
nmoral status of the enbryo has frozen debate on the ethics of
enbryo research into two polar opposites. |Is there any hope for
passage through these frozen straits? Ronald Dworkin made a
significant effort 7 to | ocate conmon noral ground between |i beral
and conservative views on abortion.'® Dworkin admts the stark
pol ari zati on of the abortion debate and its bal eful consequences
for nmoral discourse. He is skeptical of the argunents given in
several works'” urging conprom se that do not appreciate the noral
depths of the divisions that exist or that argue for conprom se
whi |l e bi ased by one side of the debate.

Sel f-respecting persons who gi ve opposite answers to whet her

the fetus is a person can no nore conprom se, or agree to live

together allowing others to make their own decisions, than
peopl e can conprom se about slavery or apartheid or rape. For
sonmeone who believes that abortion violates a person's nost
basic interests and nost precious rights, a call for tol erance

or conpromse is like a call for people to nake up their own
m nds about rape, or like a plea for second-class citizenship,

77 Dworkin, R (1993). Life's Dom nion. An Argunent about
Abortion, Euthanasia, and Individual Freedom (New York: Knopf).

178 This section cites several key passages of this inportant
work. Dworkin's insights are nore appreciable in his own well
chosen wor ds.

79 Tribe, L.H (1990). Abortion, The O ash of Absolutes. (New
York: WW Norton); Rosenblatt, R (1992). Life Itself. (New York:
Random House) .
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rather than either full slavery or full equality, as a fair
conprom se of the racial issue.

So long as the argunent is put in those polarized ternms, the
two si des cannot reason together, because they have nothing to
reason or be reasonable about. One side thinks that a human
fetus is already a noral subject, an unborn chid, from the
nmoment of conception. The other thinks that a just-conceived
fetus is nerely a collection of cells under the conmand not of
a brain but of only a genetic code, no nore a child, yet, than
a just-fertilized egg is a chicken... 18
However, Dworkin believes that conventional understandi ng of
the polarized state of the debate is shrouded by intellectual
confusion and can be clarified and dispelled. The confusion is due
toafailure to distinguish between a "derivative" and a "det ached"
objection to abortion. The "derivative" type of objection -- to
abortion as nurder -- is derived fromrights and interests that
presumably all persons, including fetuses, can norally and legally
claim These rights begin with a right not to be killed. In this
view, governnent has a "derivative" duty to protect fetuses from
aborti on.
A second type of objection to abortion, the "detached" type,

objects to abortion as an assult on the sacred nature of human life

in itself. Not dependent on particular rights or interests, it

180 See footnote 136 above, p. 10.
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views abortion as wong in principle due to its assault on the
sanctity of human [ife at any stage. Dworkin concl udes that:

.. soneone who accepts this objection, and argues that abortion

should be prohibited or regulated by law for this reason

believes that governnent has a detached responsibility for

protecting the intrinsic value of life. 18

Havi ng established this distinction, Dworkin goes to great
| engths to argue that, despite the "scalding rhetoric" of the pro-
life nmovenent to the effect that the fetus is a noral person from
t he nonent of conception, "very few people --even those who bel ong
to the nost vehenently anti-abortion groups -- actually believe
t hat, whatever they say." ¥ He also notes that few liberals view
the fetus as sinply nere tissue. He describes the views of npst
peopl e about the issue of abortion and the duty of the governnent
to protect the sacredness of life in the detached rather than
derivative canp. If Darkinis right, this distinction goes a |ong
way to define the role of governnent in |egislation about abortion
and enbryo research. The ban on FFER is clearly framed in a
"derived" rather than a "detached" view of governnent's

responsibility. A"derived" vieww Il insist onvirtually absolute

protection of rights clained for the fetus. A "detached" view w ||

181 See footnote 136, p. 11.
182 See footnote 136 above, p. 13.
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focus on the wongnaking feature of abortion as a violation of the
"intrinsic value, the sacred character, of any stage or form of
human |ife. "8 Those who hold this view wll believe that
gover nment ought either to prohibit abortion for this reason or, as

government has done in Roe v. Wade and el sewhere in the states, to

regulate it by aw. The nost |iberal view of abortion woul d insist
on mniml regulation of abortion and that |aw primarily protect
i ntrusions on wonen's choi ces. Those who take the mddle way w ||
permt abortion but regulate it carefully by law. Prohibitions of
abortion are appropriate when the fetus is viable, except in
situations where abortion will avert threats to the woman's life or
heal t h. Wth exceptions in a few states, abortion law in this
society has clearly been a "detached" rather than a "derivative"
type that would prohibit abortion by |aw

Dworkin's central hypothesis is that understandi ng what we as
a people really disagree about in the abortion debate will unite
rat her than divide. He proposes:

The di sagreenent that actually divides people is a nmarkedly

| ess polar disagreenent about how best to respect a

fundanmental idea we alnost all share in sone form that

i ndividual human life is sacred. Al nost everyone who opposes

abortion really objects to it, as they realize after
reflection, on the detached rather than the derivative ground.

183 See footnote 136 above, p. 11.
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They believe that the fetus is a living, growng human
creature and that it is intrinsically a bad thing, a kind of
cosm c shame, when human life at any stage is deliberately
ext i ngui shed. 84

Dworkin  proposes that the min difference Dbetween
conservatives and |iberals on abortion is not whether the fetus is
or is not a noral person; it is in how these views interpret the
clains that flow fromthe principle of respect for the sacredness
of life. In a section on this proposition, he extends his central
hypot hesi s:

We shoul d...consider this hypothesis: though al nost everyone
accepts the abstract principle that it is intrinsically bad
when human |ife, once begun, is frustrated, people disagree
about the best answer to the question of whether avoidable
premature dealth is always or invariably the nost serious
possible frustration of life. Very conservative opinion, on
this hypothesis, is grounded in the conviction that i mediate
death is inevitably a nore serious frustration than any option
t hat post pones death, even at the cost of greater frustration
in other respects. Liberal opinion, on the sane hypothesis, is
grounded in the opposite conviction: that in sone cases, at
| east, a choice for premature death mnimzes the frustration
of life and is therefore not a conprom se of the principle
that human life is sacred but, on the contrary, best respects
t hat principle. 8

Daworkin interprets disagreenents between |iberals and
conservatives over abortion as arising mainly from varying

interpretations of the scope and neaning of the principle of

184 | bi d.
185 See footnote 136 above, p. 90.
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respect for the sacredness of |Ilife. Conservatives view the
"natural” contribution to life as preem nent, while liberals view
the "human" contribution as suprene. To the former, the gift of
life is nore inportant than anything a person can do. The
premature ending of life is the greatest frustration. To the
|atter, since human investnent inlife gives particular lives their
creative value, significant frustration of that investnent can cal
for decisions that Ilife should end to prevent even nore
frustration.

In addition to his illumnating distinction between "derived"
and "detached" objections to abortion, this passage is npst
relevant to the issue of FFER

We can best understand sone of our serious di sagreenents about
abortion [and enbryo research]...as reflecting deep
di fferences about the rel ative noral inportance of the natural
and human contributions to the inviolability of individua
human lives. In fact, we can make a bol der version of that
claim we can best understand the full range of opinion about
abortion, fromthe nost conservative to the nost |iberal, by
ranki ng each opinion about the relative gravity of the two
forms of frustation along a range extending fromone extrene
opinion to the other -- fromtreating any frustration of the
bi ol ogi cal investnent as worse than any possible frustration
of human investnent, through nore noderate and conplex
bal ances, to the opinion that frustrating nere biologica
investnment in human |ife barely matters and that frustrating
a human investnent is always worse. 186

186 See footnote 136 above, p. 91
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Respect for the Intrinsic Value of Life. Al though | anguage
about the "sacredness" or "sanctity" of life is appropriate, one
does not have to enbrace the religious prem ses underlying these
terms to agree with the direction of Damrkin's argunent. Dworkin
recogni zes that some will not want to use it because of its
religious connotations. He often uses "inviolability" of life or
human life interchangeably with "sacredness.” This principle can
al so be understood as respect for theintrinsic value of life. The
term"intrinsic" points to the value of sonething in and of itself,
i ndependent of its results for or relations to ourselves or other
per sons. Dworkin gives exanples of great art, cultures, aninm
species, and each individual human |ife itself, as neriting
prof ound respect apart fromtheir instrunental value to us or other
persons. Although we are part of the whole that includes these
creative events, processes, and beings, we can observe that they
have their own noral status apart fromany particular interests we
have in enjoying or using them?® This independent standing is

worthy of the awe with which believers perceive the inherently

187 Wt hout adopting the theol ogical prem ses that gave rise to
his work, one nust note that Martin Buber's reflections on the
di stinction between "I-Thou" relations and "I-1t" rel ations point
to the sanme phenonena. (cite Buber)
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"sacred" or "holy" quality of beings or of the profound respect
with which others would view the sane qualities.

How does Dworkin's work connect with the debate on FFER?
First, it reduces the distance between the polarized sides and
strengthens those who would take a mddle way. Liberals and
conservatives need not be permanently divided along |lines of the
the confrontation between the Human Enbryo Panel report and the
Congress' ban on FFER

Usi ng Dworkin's work, the debate about FFER becones one about
the neaning of respect for the intrinsic value of Ilife.
Conservatives and liberals are loyal to the sanme principle but
interpret it in different ways. Conservatives desire not to
interrupt an investnment fromeither a biological or divine source
(or both) in the enbryo's unique life in spite of the frustration
of human desires. Li berals value the good that can be done by
relieving frustrated human investnent in lives of sick and
suffering children and adults.

The main effect of Dworkin's argunment on the politics of FFER
is to encourage a mddle way for |iberals and conservatives wlling
to enbrace a "detached" role for governnment in issues on enbryo

research. Those on either extrene of the issue nmay reject the
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argunent, because they wll not be persuaded to abandon
"derivative" or rights-based positions. This neans that |iberals
and conservatives nearest to the mddl e of the debate about FFER
can join in protecting respect for the instrinsic value of human
life by a decision to requlate enbryo research in the United States
in both the federal and private sectors.

Dworkin's principle sointerpreted and specified can take us
only so far into the heart of the argunent. It helps mainly to
frame the debate in terns of loyalty to a conmon principle and to
a "detached" view of governnent's proper role. Despiteits nerits,
the Dworkin principle will not yield a ful some noral consensus for
FFER, because it does not tell us why federal funding of enbryo
research can be ethically acceptable. Nor can the issue of noral
status of enbryos (or non-vi able fetuses) be resolved at the |evel
of ethical theory. Ethical theory can clarify and frame the debate
about noral status, but it has not the authority finally to resolve
such debates, because ultinmate answers to such questions appeal to

sources of inspiration beyond ethical theory that are netaethical

or theological. Ethical theory does not supply the faith or belief
in a guiding purpose in nature -- or the lack of faith or such
belief, for that matter -- that shape beliefs about the noral
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status of enbryos or fetuses. Inthis realmof ultimate |oyalties,
t he choi ces and comm tnents that persons nake are hardly subject to
convincing proofs.® | n a denbcracy, the political process is a
penul timate resource to resolve such issues.!® Both Congress and
the several states can choose to enbody in |aw either a "detached"
or a "derivative" view of the use of enbryos in research and of
government's role in protection and/or regulation. So does
denocracy function to aneliorate the divisiveness of otherw se
irreconcil able noral positions.

A second argunent, much nore political in nature, is required
to inspire resolve in conservatives to permt |limted FFER under
strict conditions, and to restrain liberal resolve to secure FFER
in Cases 2, 3, and 4 in order to nmaximze the scientific and

clinical benefits of PSC research. ol igations of distributive

188 The issue of "wongful life" in court cases and the issue
of "personhood” in the context of enbryo and fetal research can
illustrate this point. There is a point in the argunents involved
past which judicial authorities acknow edge that they cannot go
with confidence that they are still in the realm of human and
public affairs.

18 |'n a denbcracy that prizes separation of church and state,
there is no final arbiter of such issues as the noral status of
enbryos or fetuses, which raise questions about the ultinate
meaning of life itself. This is properly viewed as a religious or
phi | osophi cal pursuit, best addressed in the context of worship or
other foruns that have evolved to permt the free pursuit and
expression of answers to the question.
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justice explain why Congress can norally approve of FFER, provided
that it legislates to regulate enbryo research in loyalty to the
principle of respect for the intrinsic value of life. Approval of
FFER wi thout regulation would forsake the Dworkin principle,
because scientists then would be able to do anything they w shed
with enbryos in research. This would be a flagrant violation of
respect for the intrinsic value of life.

D. Putting Charo's Justice Principle to Wrk.

Comm ssioner Charo has witten about the resources of
political ethics and social justice for understandi ng and resol ving
di sputes -- such as noral status -- that do not yield to ethica
anal ysis of the type used in the Human Enbryo Panel's report. She
al so counsels, out of a wealth of political experience, that
approaches to resolving problens in justice require respect -- by
t hose on both sides of issues -- of the loyalty to noral principles
and val ues with which each holds their respective views. W can
then speak of the Charo principle as one that conbines justice-
seeking political resolutions of deeply divisive issues wth
conprom ses by which conservatives and |iberals convey respect for
the noral integrity of their respective positions. The Dworkin

principle is the best framework within which to appreciate how
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conservatives and liberals could say with respect, "W begin from
the sane principle but interpret it in different ways." In ny
view, conbining the Dworkin and Charo principles create the nost
prom sing noral framework to resolve the dispute about FFER in PSC
research.

Charo's justice-based argunents are crucial to exam ni ng why
FFER is norally acceptable. The Dworkin principle is essential to
under st andi ng why enbryo research is open to noral challenge.
Using a conbi ned Dworkin-Charo approach, NBAC can reach nora
consensus on particular cases, md-|evel principles, safeguards,
and FFER The history of protectionist federal policy,
international experience, and the best noral I|ights of the
comm ssioners ought also to shape the consensus. NBAC can then
make its recommendations regarding public policy and FFER as
related to PSC research

Charo's justice-based and political argunents are sufficient
to conplete the task of justification for FFER However, these
argunents are not sufficient to nake the noral argunment for |ong-
range reform of federal policy on fetal and enbryo research and
regul ation of infertility research. Clainms of justice nust be

buttressed by obligations of beneficence and utility to guide this
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task and to overcone the gap between practices in research at the
begi nning of human life in the private and public arenas.

bligations of Distributive Justice in Appropriations for PSC

Research. Beauchanp and Childress wite:
The termdistributive justice refers to fair, equitable, and
appropriate distribution in society determ ned by justified
norns that structure the ternms of social cooperation. Its
scope includes policies that allot diverse benefits and
burdens such as property, resources, taxation, privileges, and
opportunities. Various public and private institutions are
involved, including the government and the health care
syst em 10
The clains of distributive justice bear directly on two
political and ethical issues that wll require conprom ses of
i berals and conservatives. The first issue concerns |egislation
regardi ng appropriations for FFER to hasten the transition from
Stage 2 to Stage 3 of PSC research, as described above in Part 1,
Section 2. The focus of Congress ought to be especially on
appropriations to support the derivation of PSCs fromenbryos only
to shorten the transition fromStage 2 to Stage 3, i.e., focused on
the goal of clinical trials in humans of cell-repl acenent therapies
for diseases that cause early death or severe debilitation

A conprom se between |iberals and conservatives wll be

required to facilitate the appropriations process for FFER, but

19 See footnote above, p. 327.
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only in a context of Case 2, if the argunents given in Part Il are
persuasive. Gven the |legacy of the National Comm ssion and the
history of federal policy and regulations on fetal and enbryo
research, one can assune 1) it is desirable to focus FFER on pre-
clinical and therapeutic ains, rather than on Stage 1 concerns, and
2) that Congress should be aided in its assessnents by the noral
and public policy advice of an official ethics body. 1%

The basic argunent is that FFER can be norally justified only
under certain conditions and as a last resort to optimze a
transition fromStage 2 to Stage 3 of PSC research. FFER shoul d be
limted to projects that clearly fit wthin the paraneters of
Stages 2 and 3. Gven the history of federal policy (but not
federal regulations), Congress should not be asked to fund
derivation of PSCs from enbryos during Stage 1, the scientific
exploration of the properties of PSCs and cell lines derived from
various sources. The present stage of political considerations,
i.e., whether to permt the Rabb opinion to govern the NH s

fundi ng of "downstream PSC research, ought to be viewed as a nora

¥ My reconmmendation will be that, if NBAC is not stil
operational at this tinme, that this body be an EAB appoi nted by the
Secretary, DHHS, for the specific purpose of advising the Secretary
and Congress on the question of FFER in PSC research at that tine.
Exi sting federal regul ati ons enabl e such a step to be taken. 45 CFR
46. 204.
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and political experinment in federal funding of PSC research. 1*?

In consideration of federal funding of PSC research, it is
reasonable to ask that if the transition period to clinical trials
of cell-replacenent therapies for diseases that cause early death
and debilitation is five to ten years rather than three to five
years, how many Anericans of all ages wll die whose |ives could
have been saved by a speedier transition? How nuch norbidity anong
t he whol e popul ati on coul d have be reduced by federal participation
in the period of preparation for <clinical trials to their
concl usion? Wuld not FFER focused on Stage 2 research hasten the
transition? These are legitinmte questions of distributive justice
that will be posed not only by ethicists, but by taxpayers who are
voters in elections to cone. Wiy should | arge nunbers of Anericans
risk added earlier death and debilitation if Congress can act to
prevent this possibility? These questions reflect a concern for
justice in Congressional appropriations for the NIH and NSF but

which could possibly benefit many citizens whose lives wll

192 NBAC and nenbers of the Administration and Congress can
help to create a vision of the noral and political inplications of
where permtting (wth eyes wide open to the derivation of PSCs
from enbryos using private funds) N H "downstream® funding can
lead, i.e., to creative and noderate reforns of the polarized and
i ncoherent extrenes of American research practices in the private
and public arenas.
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ot herwi se be shortened and health destroyed. A positive result from
the clinical trials wll obviously be beneficial in terns of
reduction of nortality and norbidity; a negative result will also
have preventive benefits, i.e., it wll refute argunents for any
further trials with the sanme prem ses and desi gn and protect hunman
subjects fromrisks of trials with erroneous scientific ains.

Congress is obligated to appropriate funds for research
fairly. When it cones to the aim of funding in Stage 2 of PSC
research, it would be fair to support scientists obligation to
| earn whether PSCs derived fromES cells will be as good or better
progenitors for therapeutic cell lines as PSCs derived from EG
cells, but only if it is norally acceptable to pursue such
knowl edge. Federal funding of derivation of PSCs fromenbryos is
now illegal, while funding derivation fromfetuses is legal. The
conprom se would ask Congress for the first time to fund the
former, but only under a set of strict conditions.

The conpromse limts FFER to Case 2 and then only to the pre-
clinical period prior to clinical trials and to actual clinica
trials in humans, rather than for the entire period of scientific
preparation for clinical trials. Pre-clinical activities would

include testing efficacy in animl nodels for human di seases, in
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vitro experinments to gather pre-clinical information, and in vivo
testing of conmponents of the proposed process of cell-replacenent
t her apy.

This conmpromse wll seem unfair to the liberal mnds
overally assessnent of justice issues and FFER However, the
chances of reaching a satisfying noral conpromse to permt
political action will be higher if FFER is focused exclusively on
on a) therapeutic intent, albeit for |iving human beings rather
than for enbryos, than on b) uses to obtain bionedical know edge
ot herwi se not obtainable; i.e., know edge of the properties of PSCs
and cell lines derived fromenbryos, fetuses, adult stemcells, and

possi bly SCNT-generated enbryos. ! Gven the history of federa

193 Note that the conpronmise fits with the two categories of
research protected by federal regulations on fetal research

(described in Part 1, Section 3) and extended to FFER The
conprom se al so assunes a "detached"” view of the governnent's role
in protecting enbryos in research, i.e., expressed by a carefully

regul ated practice with safeguards to prohibit or mnimze abuses.
Most i nportantly, any conprom se that permts FFER (for the first
tinme, even in the context of therapeutic intent) nust assune the
construction of federal regulations of enbryo research that unify
practices in both the public and private sectors. In this respect
FFER, limted to Case 2, could be the opening chapter in a future
history of noderating all of the overly protectionist public
policies on FR and FFER that are the legacies of the politica
cultures of the 1980s and 1990s. What better way (in research
activities) to show respect for the instrinsic value of life than
to reform by the politics of conpromse the overly permssive
morality of the private sector and the overly protective norality
of the public sector into a new and unified public policy for
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policy on enbryo research and the potential for divisiveness of the
issue, it is better to leave all funding for derivation of PSCS
from any source for Stage 1 to the private sector, wth the
exception of Case 3. Anpong NBAC s recommendati ons can be one to
the effect that the private sector is obligated not to proceed with
Case 3 research wi thout public discussion, in a forumsuch as NBAC
or the NITHRAC, of the ethical rationale and goals for such
activities. The private sector assuned this obligation during the
early years of DNA research w thout any objection. %

In regard to public policy reconmendations for federal funding
of PSC research, NBAC may consider adopting sone or all of the
conditions presented in Table 3.1%

Table 3. Conditions Sufficient to Warrant FFER
To Transition to Cinical Trials

enbryo and fetal research? Such an effort to reform research
ethics at the beginning of human life could al so be the begi nning
of efforts to expand the circle of norally and constitutionally
protected considerations to all living human subjects of research,
regardl ess of the source of financial support of research.

194 Cite Cook-Deegan on this point?

195 These conditions were expressed, in principle, in remarks
made by Commissioner Childress, in the NBAC neeting in
Charlottesville, VA on April 16, 1999.
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~ NI H NSF "downstreant funding of PSC research conbi ned
wi th support fromthe private sector has effectively | ed
to understanding of cell differentiation, differences
between EG and ES cells, and other scientific goals of
Stage 1 of PSC research

~ Scientists have | earned, through research wth ani nal
and human PSCs and cell lines, how to avoid the
tunori geni c dangers and other known risks of using ES
cells.

The NIH NSF scientific peer review process is in
agreenent that strong scientific support exists to enter
a pre-clinical period prior to clinical trials of cell-
repl acenent therapies in humans for one or nore di seases
that arelife-threatening or severely debilitating; e.qg.,
Type | di abetes, | eukem a, Parkinsonism etc.

A qualified panel of scientific experts nakes the case
that FFER is required, in the context of Case 2, as a
|ast resort to conplete the pre-clinical period and

condict clinical trials in humans; i.e., there are no
ot her satisfactory alternatives to usinglive enbryos for
t he purpose of deriving PSCs to develop cell lines for

t her apeuti c purposes.

~ Congress had previously received recommendati ons from
NBAC to the effect that considerations of social justice
and other ethical principles justified FFER in the case
of "excess" enbryos donated by parents in treatnent for
infertility. Before taking the step of approving FFER in
the context of Stage 1 and 2 activities, Congress would
receive the noral and public policy advice of NBAC |If
NBAC i s not operational at this tinme, an EAB appoi nted by
the Secretary, DHHS for this purpose, nay so advise the
Congr ess.

~ Appropriations for PSC research in Stage 2 may only be
used in to fund research in centers that assure the NI H
or NSF that a) | RB approval has been obtained for a two-
st age consent process that separates |IVF decisions from
deci sions to donate enbryos for research and a plan to
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protect the privacy of donors, and b) that such research
to be done wth donated enbryos conforns to the
gui del i nes recommended by the NIH Human Enbryo Research
Panel. No awards or contracts can be processed w t hout
sati sfying these stipul ations.

~ Appropriations for PSC research in Stage 3 include the
conditions for Stage 2 funding, including additional
Congressional action to assure fairness in selection of
subj ects as donors of enbryos and as participants in the
initial and succeeding clinical trials of cell-
repl acenent therapy.

These conditions would be probably be sufficient to nove
noderate conservatives with a "detached" view of governnent
protection of enbryos to agree to FFER in Case 2. It is true that
i beral nenbers could probably approve FFER in Case 2 today.
However, support for an approach of "last resort and no
satisfactory alternative" conveys respect for sincerely held noral
views of conservatives, as would limting FFER to a context of
therapeutic intent. This conpromse by liberals fits well with the

obl i gations of the Charo principle.

Specifications of Justice in Research Activities. |f Congress

were able to conprom se and approve FFER under these conditions,
noral concern woul d al so exi st about obligations of justice in two
contexts of selection of subjects: 1) selection of donors of
enbryos as sources of PSCs, and 2) selection of participants in

clinical trials of cell-replacenent therapy. The Bel nont Report
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states that the clainms of justice in research activities requires
the fair distribution of benefits and burdens of such activities
over a whol e popul ation.® Federal non-involvenment in infertility
research and the ban on FFER have already conbined to infringe on
obligations created by this principle in one actual and one future
way: 1) the conposition of the pool of donors of enbryos in Case 2
islimted to private patients in infertility centers, and 2) if
not prevented by a deliberate plan, the selection of subjects to
participate in clinical trials of cell-replacenent therapies could
be biased by inequities that inhibit access to clinical trials,
especially for poor and di sadvantaged Anericans. Steps to prevent
bi ased selection of subjects in each of these contexts could be
mandat ed by Congress as part of its appropriations process.

Consi der the noral inplications of the fact that the pool of
donors of enbryos in Case 2 is entirely conposed of private

patients in infertility treatment. Wnen or couples who donate

19 Nat i onal Commi ssion for the Protection of Human Subjects of
Bi onedi cal and Behavi oral Research. (1979) The Bel nont Report. FR
Doc. 79-12065, p. 5. This classic statenent of the principles that
govern bionedi cal research with human subjects discusses justice
primarily in terns of the fair distribution of risks and
vul nerabilty of certain groups for recruitnent. It does stress that
"whenever research supported by public funds leads to the
devel opment of therapeutic devices and procedures, justice demands
that these not provide advantages only to those who can affford
them ."
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enbryos are not "human subjects” in a primary sense of being acted
upon by researchers. The woman is acted upon by a specialist in
reproductive medicine. Later, researchers may use her enbryos in
research activities. Such wonen and coupl es are, however, human
subjects in a secondary sense. They have interests of
vol unt ari ness, conprehension, privacy, and justice that are
protected by the ethics and regulations of research with human
subjects. It follows that all Case 2 research ought to be submtted
to IRBs for prior review. |RBs ought to be concerned with plans
for a two-stage i nforned consent process as described in Part Il in
di scussion of Case 2. Further, researchers should not be able to
I i nk enbryos they receive by donation with identifiable donors. No
identifiers should acconpany the transmttal of enbryos fromthe
setting of therapy to the setting of research, in the interest of
protecting donor privacy. Finally, both | RBs and Congress ought to
be concerned about the disproportionate and unjust distribution of
benefits and burdens that would be involved in accepting wthout
question the present popul ation of donors in Case 2 as sources of
donati on.

Consi der the situation of econom cally di sadvant aged persons

who are infertile and of infertility patients in the private
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sector. These persons are al so taxpayers. The costs of infertility
treatnment are prohibitively high. One of the chief causes is |ack
of federal scientific involvenent and regul ation. Econom cal | y
di sadvant aged persons in the United States receive very little
treatment for infertility, in spite of a higher rate of infertility
among African Anericans.® Although a small nunber of states have
requi red sone degree of health insurance coverage of infertility
treatment,®® no state Medicaid program reinburses for it. %
ldeally, lowincome infertile couples ought to be receiving
treatment and positioned to share the benefits and burdens of
experinmental treatnent and enbryo donation. Yet, the conbined
effects of the history of federal abandonnent of infertility

research and the ban on FFER work to inpose all of the risks of

enbryo research upon private infertility patients. |[|f they decide
to donate, they wll have borne the risks of IVF or other
procedures required to produce enbryos at all. These patients do

197 "The incidence of infertility is 10.5 anmong narried
couples with non-Hi spanic black wonen, roughly 1.5 tines greater
t han anong Hi spani ¢ or non-H spani c white wonen." Cited i n New York
Task Force, see footnote above, p. 11

1% New York State Task Force, see footnote above, p.432.

19 Personal communi cation, Anerican Col |l ege of Cbhstetrics and
Gynecol ogy, April 15, 1999.
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receive the benefits of slowy inproving techniques of infertility
treatnent. However, the risks they accept are of special concern
due to lack of public oversight and regul ati on of enbryo research.
These are gross contradictions and i nequalities in social practices
of research. Present public policies are unfair to all taxpayers
with a condition of infertility.

To prevent bias in the selection of subjects for enbryo
donation, Congress will need to take steps well in advance of
Stages 2 and 3 of PSC research to encourage states through the
Medicaid program to fund infertility treatnment for infertile
couples eligible for Medicaid. Funding of the federal share of the
Medi caid program for this particular purpose would go a | ong way
towards assuring the states' funding of their share. Such action by
Congress would be an appropriate renmedy for past neglect of the
unfairness with whichinfertility treatnent is distributed, as well
as an appropriate step to assure that the obligations of justice
woul d be followed in selection of donors of enbryos for federally
funded PSC research

The i ssue of equity in selection of subjects is addressed --in

part -- in federal regulations governing criteria for |IRB approval
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of research.?® Since the regulations do not address directly the
i ssue of equity of access to the potential benefits of clinica

trials, Congress will need to acconpany its appropriations for PSC
research with stipulations that recipients of such fundi ngs nust
assure their local IRBs that reasonabl e steps have been taken to
make access to clinical trials of cell-replacenent therapy
avai lable to "econom cally...disadvantaged persons."” Additiona

funding for education of the public at large, including mnorities
traditionally wary of participating in research, ought to be
appropriated to insure that recruitnment of subjects occurs after
appropriate public education has had a chance to succeed. By this
step, Congress can avoid criticism that it did not take every

reasonabl e step to assure that the public understands the rational e

200 | RBs are required, among other things, to deternmine if
"sel ection of subjects" for the proposed project "is equitable." 45
CFR 46. 111 (3). The IRBis to take into account the purposes of the
research, the setting in which it is to be conducted, and be
especi ally "cogni zant of the special problens of research invol ving
vul ner abl e popul ati ons, such as children prisoners, pregnant wonen,
mental ly disabled persons, or economcally or educationally
di sadvant aged persons.” The history of these provisions are marked
by protection such vul nerabl e persons fromexploitation in research
or biases in selection that would expose them to higher risks.
| RBs should be equally concerned with the issue of fairness in
sel ection of subjects to inprove access to the potential benefits
of clinical trials, especially for "economcally..di sadvantaged
persons,"” since participation in clinical trials is heavily biased
already in favor of nore advantaged groups.
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for FFER and that federal policy is to overcone past inequities of
access to the potential benefits of clinical trials. Amjority of
conservatives and liberals should be able to agree readily to such
a provision. This concludes the section on the noral and political
argunent to support FFER in PSC research
E. Long Range Reforms: (bligations of Beneficence and Uility
The di scussion has referred several tines to a need for |ong-
range reforns. Federal policy on FRand ERis too protectionist to
serve the public interest fairly in a scientific context of the
conpletion of the Human Genone Project (HGP) and prospects for
success in stem cell biology. The section concludes with a
di scussion of the need for |ong-range noderation and reform of
federal policy on research at the beginning of human life.

For those who hold noderate or a "detached" view of
governnent's role in protecting fetuses and enbryos in research
strongly protectionist policies seriously infringe on noral
obl i gations of beneficence and utility. Consi derations of the
clains of these principles need to be added to the considerations
of distributive justice reviewed in the previous section. Wen the
ban on FFER is conbined with federal inaction on regulating

infertility research and a virtual ban on federal funding of FR

Draft 3 117



the cunmul ative effects on the | osses of basic know edge and pre-
clinical opportunities anount to grievous violations of obligations
of beneficience and utility. 20

Qobligations of Beneficence and Utility. The "principle of

beneficence refers to a noral obligation to act for the benefit of
ot hers."202 (ligations flowi ng from beneficence shape nedicine's
goal s of healing and pronoting health, 2% tenpered and bal anced by

commitnments to avoid or mnmninmze deliberate harm 24 and to

201 There were no hearings or Congressional testinony regarding
the scientific or clinical consequences of the ban on enbryo
research prior to its passage.

202 Beauchanp, T.L., Childress, J.F. (1994). The Principles of
Bi onedi cal Ethics. (New York: Oxford University Press), p. 260.

203 Medicine is a goal oriented profession. Leon Kass argues
t hat nedi ci ne has one absol ute end: healing. (1985. Towards A Mre
Nat ural Science. New York: Free Press.) H's claimis overstated,
because it is clearly problematic to fit other valid activities
that serve the goals of nedicine (e.g., prevention and research)
under healing. Actual experience recomends view ng nedicine as
having multiple, conplex, and sonetinmes conpeting goals: e.g.
heal i ng, pronoting health, and hel pi ng patients achi eve a peacef ul
and dignified death. This nore conplex viewis reflected in Mller
F.G, Brody, H (1995). Professional integrity and physician-
assisted death. Hastings Cent Rep 25, 8-17.

204 A traditional ethical normof nedicine is "Above all (or
first) do no harmf which is transmtted in the ethical principle of
non- mal ef i cence. See Beauchanp, T.L., Childress, J.F. (1995).
Principles of Bionedical Ethics. 4th edn. (New York, Oxford
University Press), p. 189.
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considerations of utility. The principle of utility 2% "is limted
to bal anci ng benefits, risks, and costs (outcones of actions), and
does not determine the overall balancing of obligations."?20%
Uility is a less weighty noral principle than beneficence, but
loyalty to it creates obligations that shape the role of science in
a nodern denocratic state. Loyalties flowing both these sane
princi pl es (beneficence, non-nmaleficence, and utility) also shape
the noral traditions of bionmedical research. These research
activities are not norally independent but are enconpassed by the
norality of nedicine, which is accountable to structural val ues of
denocratic societies, includingrespect for persons, social justice
and |iberty. 207

In the relations between nodern medicine and bi omedi cal
research, considerations of utility have strongly influenced the

standard of care.?® There is an obligation to prove whether

205 This principle is also called proportionality.
206 | bid., and p. 261.

207 It is this understanding of the role of nedicine and
bi onedi cal research within the structural values of society, i.e.,
as accountable to noral principles expressing those val ues, that
enpowers public bioethics to address noral problens wthout
qualification as to whether these occur in the public or private
spheres.

208 Defi ne standard of care.
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existing treatnents and procedures are safe and effective. The
criterion of proof is the experinental nethod. The sane standard
holds with new or innovative treatnents or procedures; i.e., the
obligation is to conpare the safety and efficacy of the new wth
existing treatnents or procedures which may be proven or unproven.
The obligation to learn experinentally how best to treat and
prevent disease is a requirenent of wutility aimed to maxim ze
obl i gati ons of beneficence. 2%

When it conmes to promsing prospective treatnments or
procedures, such as cell -repl acenent therapi es devel oped fromPSCs,
loyalty to utility obliges investigators first to | earn whether a
clinical trial in humans is well-founded scientifically and pre-
clinically. Stages 1 and 2 of PSC research, as described above,
are ained to carry out this obligation. This obligation is a
necessary but not sufficient basis upon which to conduct a clinical
trial in humans. Prior to consideration of the ethical question,

"Qught this trial in humans be done at all?", the investigators

209 Alta Charo discussed a "civic duty" to volunteer for
research, which nust be bal anced with principles of good gover nnent
and distributive justice. [Bel nont Revisited Conference, April 17,
1999] In bionedical research, there is a corresponding "scientific
duty" to |l earn how best to treat disease by the scientific nethod,
that nust also be balanced by principles of non-nal eficence and
di stributive justice.
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must have satisified a scientific and a pre-clinical question: "Is
there sufficient scientific understanding of the di sease process
and the action of the proposed treatnent?" "Have results been
achieved and replicated in suitable animal nodels that |ead
rationally to a prospect of benefits in humans?" Wth one
exception, physician-investigators who bypass the scientific and
pre-clinical stages of |earning betray the canons of good science

and loyalty to utility.

Exceptions to Qbligations of Uility. The exception is when it

woul d be clearly unethical to obtain the information to | earn how
to answer the scientific question. In such a case there could be an
overriding reason to bypass the scientific stage of investigation.
A good historical exanple is in the debate about the noral
acceptability of uses of data obtained by German scientists who
conduct ed experinents on political and concentration canp prisoners
under the Nazi dictatorship.?® Is it ethical to cite or use such
data in the process of science today? |In practice nost scientists
avoid using or citing this body of data out of respect for the

victins of the noral horrors of the Hol ocaust.

210 Citati ons needed.
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Anot her exanple for discussion of exceptions to the
obligations of utility occurred during planning for Protocol 076,
whi ch tested the drug AZT in H V-infected pregnant wonen to prevent
transm ssion of the HHVvirus frominfected pregnant wonen to their
fetuses.?! Was there an obligation to learn, by doing FR in the
context of elective abortion, how and when the HV virus is
transmtted in utero before giving a drug with then unknown fetal

side effects and the potential to cause birth defects in the fetus?

211 At the time the 076 Protocol was first discussed at the NIH
in 1986, the author was Chief of the Bioethics Program at the
Magnuson Clinical Center. He raised questions about the scientific
and noral adequacy of a trial of a toxic drug in utero in advance
of gai ni ng under st andi ng of how and when the HV virus was actual |y
transmtted in utero. The only evidence available about HV
transm ssion was fromthe ti ssues of abortuses which suggested t hat
transm ssion was | ater rather than earlier. However, this evidence
was only partial and did not prove how and when transm ssion
occurred. A way to answer this question definitively would have
been to conduct a serial study of fetal blood drawn before and
after elective abortions in the first and second trinmesters of
pregnancy. During the next year, the author joined the faculty at
the University of Virginia but remained in dialogue with NH
scientists about the 076 Protocol and the issue of scientific and
pre-clinical obligations. The regulations on FR and the "Gol den
Rul e" | aw as passed by Congress clearly would prohibit such a study
w thout a "waiver" fromthe Secretary, DHHS. There being no EAB,
t he author was advi sed by forner nenber of Congress, Paul Rogers,
to approach Congress with a request to the Secretary to waive the
mnimal risk requirnent. The author sought support for this idea
fromseveral officials at the NIH, who were reluctant to support or
acconpany himon this mssion. In point of fact, the O/6 Protocol
was successful in reducing transm ssion, and the i nvestigators were
lucky in their guess that HV was transmtted l|later rather than
earlier in pregnancy.
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Protocol 076 was fortunately successful,?? put it was not (in ny
vi ew) based on the soundest of scientific foundations, because when
the trial began, how and when H'V transm ssion in utero truly
occurred was unknown. Ethical considerations and public policy, at
the time, prevented these foundations from being |Iaid. I n
retrospect, it is worth raising the question again as to whether FR
in the context of abortion would have been norally justified to
answer the question of how and when H'V is transmtted in utero.
Virtually everyone would agree that it would be unethical
del i berately to expose fetuses in the context of abortion at
various stages of pregnancy to the virus in order to learn if it
could be transmtted. However, would not the 076 Protocol have
been a scientifically and ethically sounder study if this know edge
had been obtai ned by research in the context of abortion?
Long-range refornms of virtual bans on federal funding of FR
are needed if the obligations of beneficence and utility are to be
foll owed by scientists in the federal sector. Such bans defeat an
obligation to build a knowl edge base for experinental treatnent.

A good illustrationis the effects of federal policy on FR required

212 Connor, E.M, Sperling, RS., Gelber, R, et. al. (1994).
Reducti on of maternal -i nfant transm ssi on of human i munodefi ci ency
virus type I wth zidovudine treatnment. N Engl J Med 331, 1173-80.
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prior to in utero gene transfer experinents.??® The result is a
dearth of information about normal fetal physiol ogy and devel opnent
required for sound fetal therapy experinents. For exanpl e,
i gnor ance about fetal inmunoconpetence was a pronminent topic 2* in
Nl H RAC di scussion of Dr. French Anderson's proposal for an in
utero gene therapy experinent for adenodeam nase (ADA) deficient
severe conbi ned i nmunodefi ci ency syndrone (SCIDS), a disorder that
destroys an affected child' s imune system Mor eover, a recent
Nl H supported Gene Therapy Policy Conference?® exam ned the
scientific and ethical basis for experinmental in utero gene
therapy. The Conference affirnmed the ethical argunent to prevent
inevitable harmto the fetus and future child. However, it found
i nadequate scientific foundations to proceed with such experinents

in the near future. Federal policy on fetal research creates an

213 The language of the enbryo ban reflects prior federa
policy on fetal research extended onto enbryo research.

214 Remarks of Dr. Roberta Buckley. N H Reconbi nant DNA
Advi sory Commttee (RAC) Meeting, Septenber 24-25, 1998, p. 4.

215 National Institutes of Health. Prenatal Gene Transfer
Scientific, Medical, and Ethical Issues. Third Gene Therapy
Conf erence, January 7-8, 1999.
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acute know edge deficit even while the technical feasibility of
ul trasound-gui ded fetal gene therapy steadily grows. 216

Consi der the consequences of protectionist federal policies
for parents at known higher risk of transmtting genetic disorders
to their children. How many persons fit this situation? Al though
the total nunber is hard to ascertain, one can posit nunbers in
relation to other established facts. These are the parents of
bet ween one-fourth and one-third of all children admtted to
pediatric wunits in Wstern nations.?Y These children need
treatnent for the conplications of genetic diseases, congenita
mal formations, or nmental retardation. These are the parents of the
approxi mately 22 percent of newborn deaths in devel oped nations
caused by congenital mal formations or genetic disorders.?® These
are the parents who choose prenatal diagnhosis to ascertain whether

their fetus and wanted child-to-be has inherited a genetic or

216 Schneider, H., Coutelle, C (1999). In utero gene therapy:
the case for. Nature Med, 5, 256-57

27 Brent, R L. (1985). The magnitude of congenital
mal formations. In: Preventiaon of physical and nental congenita
defects. Part A. The scope of the problem (New York: Alan R
Li ss), 55.

218 @ljaard, H (1984). Early diagnosis and prevention of
genetic disease. In: Galjaard, H, ed. Aspects of genetic disease.
(Basel, Switzerland: Karger), 1
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chronmosomal anonal y. All of these parents are also federal
t axpayers.

The noral situation of parents at higher genetic risk is
fraught with controversy nmade worse by an incongruent federa
policy. On the one hand, these parents are confronted wth
successes of the HGP. On the other hand, they are confronted by a
federal policy forbidding funds for prom sing research to open
avenues to treatnment. Wth the help of their taxes, diagnosis of
hundreds of genetic diseases is now possible, including in the
fetus. This list wll grow to thousands and include genes that
create susceptibility to common disorders |ike cancer, heart
di sease, and di abetes.

Consi der the advances of the HGP in genetic di agnosi s conpared
with the paucity of treatnents for genetic disease. Genetic
testing raises raise norally troubling questions for those with a
strong famly history of cancer, in part due to the perceived risks
of genetic discrimnation in health and Iife insurance. 219
However, the risk of discrimnation pales in the face of the stark

fact that there are few effective treatnents for the genetic

219 Collins, F.S. 1996. BRCAL -- lots of nutations, |ots of
dilenmmas. N Engl J Med 334, 186-88; Parens, E. 1996. d ad and
terrified: on the ethics of BRCAL and 2 testing. Cancer |nvest 14,
405-11.
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conditions that can be diagnosed. The w de gap between genetic
di agnosis and treatnent is the single greatest scientific and noral
probl em 220 facing the nation that largely created and funded the
HGP. dosing this gap ought to be a major goal of federal science
and health policy. PSCresearch is profoundly inportant in closing
this gap. Protectionist policies maintain the gap and directly
collide with the goals of nedicine to heal and pronote health. If
the gap were closed, the opportunities of therapy for genetic
di sorders woul d create great pressures towards uni versalizing these
benefits. Progress in genetic therapies could be a powerful force,
wor ki ng together with other pressures, towards nore universal
heal th care reform 221

A final reason to prefer long-range reformto continuing the
ban FFER i s to postponenent of the task of adopting a nore noderate

and fitting public policy to regulate this entire area. Privately

220 The gap is a noral problem because treatnent for genetic
disease is nore fitting wth the goals of nedicine than sel ective
abortion to prevent or avoid it. |If the gap ought norally to be
closed, and it can be closed nore quickly wth Congressional
action, then it follows that there is a significant noral problem
affecting the Congress and the whol e nati on.

221 Fletcher, J.C (1998). The long view. how genetic
di scoveries will aid healthcare reform J Wnen's Health, 7, 817-
23.
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funded enbryo research i s conducted wi dely on the fringes of public
life. At best, traditions of self-regulation in science and
medi ci ne gui de these activities. The worst case noral scenario is
enbryo research done w thout accountability to any source of
authority, public or private. As NBAC and the Congress consi der
the specific tasks ahead in nmaeking federal funding of PSC research
possible, it is worth renenbering the additional benefits that
could flow fromresearch activities with donated excess enbryos.

% i nproving clinical protocols used in IVF prograns for the

treatnent of male and female infertility;

% inproving techniques for preinplantation diagnosis of

genetic and chronosomal abnormalities;

% providing high-quality information about the norphol ogy,

bi ochem cal and bi ophysical properties, genetic expression,

and simlar characteristics of pregastrulation stage human

enbryos;

% enhanci ng know edge of the process of fertilization;

%facilitating the design of new contraceptives;

% studies of teratology and the origins of certain birth

def ects;
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% i ncreasi ng know edge about cancer and netastasis, including
t he causes of certain reproductive cancers. ???

Concl usi ons and Recomendati ons to NBAC.

Thi s paper has discussed three noral problens or concerns in
PSC research: the noral legitimcy of access to sources of PSCs,
considerations of uses of PSCs in research, and the cunulative
noral effects of the ban on FFER and ot her protectionist federal
pol i ci es. The history of FFER in a l|arger context of other
controversies and restrictions on federal funding of research at
t he begi nning of human life found a significant difference between
a noderate legacy of the National Comm ssion (and subsequent
federal regulations on FR) and the strongly protectionist policies
t hat have been i nposed by Congress. |In part, the paper argues for
a return to this legacy and its confidence in the potential for
conflict resolution of an EAB to serve the branches of governnent
in on issues of research ethics.

The paper discussed the tasks of NBAC in reviewng PSC
research, as well as the strengths and weaknesses of an i ncrenental

or case-by-case approach to four sources of PSCs. It concl uded

22 As reconmmended for federal funding by the NIH Human Enbryo
Panel , see footnote 7 above, at p.
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that noral justification for federal funding of PSCresearch is far
easier to make in Cases 1 and 2 than in Cases 3 and 4.

The final part of the paper assuned that new principles were
necessary to neet the challenges of justifying FFER in the context
of PSC research. A discussion followed of the relevance of the
(so-call ed) Dworkin and Charo principles to this task.
Commi ssi oners and ot her readers, including nenbers of Congress, can
deci de whet her or not these argunents are persuasive. |f they are,
Congress should not appropriate funds for FFER in PSC research
w thout stipulating the conditions that appear in Table 3 and
w thout additional Ilegislation to assure that obligations of
justice and the protection of human subjects of research are net.

Finally, the paper invites NBAC to consider its tasks wth
regard to PSC research aware that these tasks converge with needs
for long-range refornms of a) overly protectionist policies on
federal funding of research at the beginning of human life, D)
overcom ng the incongruities and contradictions that result from
permtting radically different noral approaches to govern such
research activities in the private and public sectors, and c)

extendi ng the noral and constitutional protection of human subjects
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of research to all Americans regardless of the sources of funding

for research. 22

222 The author is grateful to NBAC for the opportunity to
assist it wwh the task of responding to the President's request to
consider issues of such conplexity and inport for the nation's
health and for prospective treatnent of di seases which cause early
death and severe disability.
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