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Dear Mr, Krantz;

Today!we learned of House Bill 1979 which provides under
93216 '(b) that "“Any person whe knowingly procures, sells or
us=as any tissue or organ of the ramains of any aborted child
for animal or human transplant, reseaxch or experimentation
commits a misdemeanor of the f£irst degree."

Extremely important research is making progress toward a
cure for diabetes. This cure ie based on transplanting islat
cells obtained from the pancreas of dead fetuses. Only fetal
calls have proven effective. The National Institutes of
Health has reviewad such use of fatal tissue for raesearch
end has advocated that such uze be permitted, with certain
rastristions, particularly against any finanoial inducements
to abort.

This research is critical., Pennsylvania is a leader in
diabetas care, professional education and research towards a
cure, [n fact, JDF, a worldwide organization funding moras
rasaarfh than any other independent organization, was
started in Philadelphia nineteen years ago.

This provision of 1 3216 (b) can =met back Pennsylvania, and
its work to fight thias disesse, immensely,

We are not taking a position cn the subject of abortion.
Howevey, on bahglf of the Juvenlle Dlabetes Foundation of
Pittsburgh, and as & Director of the Pannsylvanla Diabetes
Academy, I lmplore you to consider this matter and review
the position of the NIH, providing for controlled use of
fetal tissus in research. It's continuance is critical.

Very truly yours,
JUVENILE DIABETES FQUNDATICN OF GREATER PITTSRBURGH




JOF International

The Diabetes Research Foundation

Position on Subsection 3216(b) of H.B, 1979

The Juvenile Diabetes Foundation ("JDF"), a voluntary
health organization of over 160 chapters dedicated to
furthering research towards a cure for diabetes and to
improving the quality of life of the diabetic, vehemently
opposes subsection 3216(b) of H.B. 1979 which would prohibit
researchers' ability to use fetal tissue in a wide variety of
critical research efforts and would subject such researchers to
criminal penalties. JDF concurs with a recent report of an
expert National Institutes of Health ("NIH") panel in
supporting transplantation research involving the use of fetal
tissue, provided that safeguards are instituted which protect
against potential abuses.

Subsection 3216(b) threatens not only transplantation
research but all research using fetal tissue. This would have
a dramatic negative impact on the progress of promising
research which may lead to cures for cancer, diabetes,
Parkinson's disease, and numerous other afflictions.

Diabetes is a chronic, complex metabolic disease, which
results in the inability of the body to properly maintain and
use carbohydrates, fats, and proteins. It results from the
interaction of various hereditary and environmental factors and
is characterized by high blood glucose levels caused by a
deficiency in insulin production or an impairment of its
utilization. Approximately 12 million people in the United
States have diabetes; each year, more than 500,000 new cases of
diabetes are identified.

In recent years, the possibility that insulin-dependent
diabetes can be cured by the implantation of normal insulin
producing cells has excited the diabetes research world. These
cells are called beta cells and are contained in islets located
within the pancreas. Research utilizing normal insulin-
producing cells for transplantation is being performed in a
number of centers in the United States. Until March, 1988,
when the Department of Health and Human Services ("DHHS")
issued a moratorium on federal sponsorship of this research,
NIH was funding a major research effort in this field. The
research which has taken place thus far has yielded significant
progress, and the diabetes community believes that beta cell
transplantation holds great promise for improving diabetic
therapies.

World Headgquarters

432 Park Avenue South  New York, New York 10016  212-889-2575  Telex: (RCA) 238-790 NYKUR  Fax: 212-725-7259

‘The Juvenile Diabetes Foundation Intemationatl is a tax~evempt. mst-for- profil organization.



Some transplantation research has concentrated on
isolating the insulin producing cells from islets within
pancreases taken from adult cadavers. Numerous problems,
however, are associated with the use 0of such cells. For
instance, it is difficult to isplate the insulin producing
cells, and typically many impurities exist in the product that
is transplanted which may interfere with the success of the
transplant. Further, these cells often do not function
normally when isolated from the other cells within the islets.
Researchers thus have experimented with transplantation of
whole adult islets; however, it is difficult to fully isolate
whole adult islets from other pancreatic cells. A final
complication with adult transplants is that the host often
rejects transplanted adult pancreatic tissue.

In light of these problems, many researchers have turned
to fetal tissue as an alternate source for insulin producing
cells. These researchers have discovered that transplantation
of fetal pancreatic tissue (intact pancreatic tissue from dead
16-20 week-old fetuses -- incapable of sustaining life) does
not result in the above-described problems associated with
adult pancreatic tissue. When transplanting fetal pancreatic
tissue, researchers do not need to isolate the insulin
producing cells in order to avoid interference by other
pancreatic cells. For unknown reascns only the islets grow and
activate in the transplanted environment; the part of the
pancreas which produces destructive digestive products does not
develop. Further, since insulin producing cells function best
when juxtaposed to other pancreatic cells, it is significant
that researchers can transplant intact pancreatic tissue
without jeopardizing the performance of the insulin producing
cells. Moreover, some researchers assert that hosts are less
likely to reject fetal tissue than adult tissue,

Currently, at least 30 people in the U.S. are living with
fetal pancreatic transplants. Researchers are optimistic that
many of these patients will experience a reduction in insulin
requirements,

A national debate on the scientific, legal, and ethical
igsues associated with the use of fetal tissue derived from
induced abortions surfaced last year when DHHS responded to an
NIH proposal to conduct an on-site transplantation research
project on a Parkinson's patient by issuing the aforementioned
moratorium. In response to a DHHS request, the NIH convened an
Advisory Panel to comprehensively deliberate these issues. By
a vote of 19-2, the Panel of scientific, legal and ethical
experts concluded that federal sponsorship of this research
should resume, provided that certain safeguards are
instituted. These safeguards include:



x O The decision to terminate a pregnancy and the
procedures of abortion (including timing and method)
should be kept independent from the retrieval and use
of fetal tissue.

. Proper and informed consent should be obtained from
the pregnant woman. Further, the process of
obtaining informed consent from the woman should be
deferred until after the decision to abort has been
made.

3 Payments and other forms of remuneration and
compensation associated with the procurement of fetal
tissue should be prohibited, except payment for
reasonable expenses occasioned by the actual
retrieval, storage, preparation and transportation of
the tissues.

4, Potential recipients of fetal tissue, as well as any
and all other participants, including researchers,
hospital personnel and other service-providers,
should be properly informed as to the source of the
tissue in question.

5. Procedures must be adopted that accord human fetal
tissue the same respect accorded other cadavers.

6. The pregnant woman should be prohibited from
designating the recipient of the fetal tissue.

While in office, former Director of NIH, Dr.
James Wyngaarden, endorsed these recommendations and forwarded
them to DHHS, where they are undergoing review. NIH's
comprehensive deliberations and recommendations demonstrate its
responsible and thoughtful approach to the issues implicated by
fetal tissue research.

JDF and the nation's diabetic population look to
transplantation research as a major step towards discovering a
cure for diabetes. Such a therapy could ameliorate not only
the most severe form of diabetes, but would reduce the
incidence of the numerous acute and chronic complications
associated with diabetes, including blindness, end-stage renal
disease, heart disease and amputations. Considering the fact
that diabetes drains the American economy of over §$20 billion
each year, research progress embodies the potential to improve
the quality of life of the diabetic and to conserve billions of
dollars in scarce fiscal resources. It is imperative that
policy-makers recognize the great advancements in care -- today
and tomorrow -- resulting from use of fetal tissue in



biomedical research and ensure that such tissue will be readily

available to clinical investigators, subject to reasonable
restrictions which protect the fetus and mother.
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Arlin M. Adams
1600 Market Street
Philadelphia, Pennsylvania 19103

December 12, 1988

James B. Wyngaarden, M.D.
Director

National Institutes of Health
Shannon Building, Room 124
Bethesda, MD 20892

Dear Dr. Wyngaarden:

The Assistant Secretary for Health, Dr. Robert Windom,
posed a series of questions concerning the use of fetal tissue

/in medical research. You convened a panel to assist you in

‘*answering these questions. I am pleased to forward to you the

answers to the questions as formulated by the panel; the

‘considerations underlying the answers; and a number of

dissenting and concurring opinions regarding the work of the
panel.

Many members of the panel hold deep reservations about
abortion. Yet, the United States Supreme Court has declared
that a woman has a constitutional right in the first and second
trimester of pregnancy to proceed with an abortion. Whatever
doubt any of the panel members may have regarding the Supreme
Court opinion, it still constitutes the law of the land. Thus,
until the Supreme Court decision is reversed, all citizens are
bound by it. Nonetheless, any activity which would serve as
an inducement to women to have abortions must be dealt with
extremely carefully and circumscribed to the extent possible.

Counterbalancing these concerns is the evidence brought
to the panel’s attention that a series of maladies might be
substantially ameliorated by the prudent use of fetal tissue.
Although complete proof that fetal tissue will be clinically
useful has not been obtained, current evidence indicates that
the use of such tissue might be beneficial in treating
Parkinson’s disease, childhood diabetes, Huntington’s disease,
and perhaps Alzheimer’s disease.



The panel has carefully weighed concerns over abortion
against concerns for medical research that could improve the
lot of thousands of Americans. Certain precautions are
paramount if such research is to be permitted. Prevention of
any commercialization in obtaining the fetal tissue would seem
an absolute requirement. Also, the need to separate completely
the abortion procedure and the use of fetal tissue seenms
essential. Furthermore, Federal funding should be limited to
situations that employ the most careful scientific approaches
and the highest professional standards. As an additional
condition for approval of this research, it is recommended that
the NIH conduct periodic reviews to ensure that the concerns
expressed in this report, as well as other concerns that arise
as research progresses, are carefully safeguarded.

Without Federal funding, other efforts to continue
research with human fetal tissue would undoubtedly proceed
without Federal supervision. Thus, if the NIH proceeds
cautiously, and with carefully articulated safeguards, and a
program of periodic review, there would be much greater
assurance that the research will be undertaken with adherence
to carefully crafted guidelines. Such an arrangement would
protect pregnant women and fetuses in a far more thoughtful and
intelligent manner than if the NIH did not participate. Based
on available evidence, various safeguards can be instituted.

It has been a high honor to serve the National Institutes
of Health and the Department of Health and Human Services, and
I am confident that the members of the panel stand ready to
continue to assist in any way that is deemed appropriate.

Respectfully yours,
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Arlin M. Adams
Chairman, Human Fetal Tissue
Transplantation Research Panel
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RESPONSE OF THE PANEL TO QUESTIONS POSED

BY THE ASSISTANT SECRETARY FOR HEALTH



On the morality of research use of fetal tissue from induced abortion,
three positions were discussed during the panel’s deliberations.

1. Abortion is morally acceptable, and thus the research and therapeutic
use of fetal tissue derived from induced abortion is also morally acceptable.

2. Abortion is immoral and so is the use of fetal tissue obtained thereby.
No amount of good achieved in research or therapy could erase institutional
complicity in the lmmorality of abortion itself or in encouragement of future
abortions. No efforts at separating the procurement and use of fetal tissue
from the abortion decision and procedure could make the use of fetal tissue from
induced abortion morally acceptable.

3. Abortion is immoral or undesirable, but as abortion is a legal
procedure in our society and with appropriate safeguards can be separated from
the subsequent research use of tissue derived therefrom, the use of fetal tissue
in research and therapy is not seen as complicitous with the immorality of
abortion.

A declisive majority of the panel found that it was acceptable public policy
to support transplant research with fetal tissue either because the source of
the tissue posed no moral problem or because the immorality of its source could
be ethically isolated from the morality of its use in research. Considerations
supporting this decision were the fact that these abortions would occur
regardless of thelr use in research, that neither the researcher nor the
recipient would have any role in inducing or performing the abortion, and that a
woman's abortion decision would be insulated from inducements to abort to
provide tissue for transplant research and therapy. Accordingly, the panel
found it essential that abortion decisions and procedures be kept separate from
conslderations of fetal tissue procurement and use in research and therapy. In
keeping with that separation, it is essential that there be no offer of
financial incentives or personal gain to encourage abortion or domatlon of fetal
tissue.

Because some persons opposed to abortion would not accept the use of fetal
tissue from induced abortions regardless of these insulating measures, the
interests of those persons in neither participating in the research nor in
receiving fetal tissue transplants should be protected by informing them of the
source of such tissue.

The majority's approval of the research use of tissue from elective
abortions is not to be construed as a majority vote for the moral acceptability
of elective abortion,



QUESTION 1. Is an induced abortion of moral relevance to the decision to use
human fetal tissue for research? Would the answer to this question provide any
insight on whether and how this research should proceed?

RESPONSE TO QUESTION 1

It is of moral relevance that human fetal tissue for research has been
obtained from induced abortions., However, in light of the fact that abortion is
legal and that the research in question {s intended to achieve significant
medical goals, the panel concludes that the use of such tissue is acceptable
public policy.

This position must not obscure the profound moral dimensions of the issue
of abortion, nor the principled positions that divide scholars, scientists, and
the public at large. It is not the charge of this panel to attempt to settle
the issue of abortion or to weigh the worthiness of competing principled
perspectives on abortion itself., The panel notes that induced abortion creates
a set of morally relevant considerations, but notes further that the possibility
of relieving suffering and saving life cannot be a matter of moral indifference
to those who shape and guide public policy.

Recognizing the moral convictions deeply held in our society, the panel
concludes that appropriate guldelines are required even as the research
proceeds. Accordingly, the following points are noted:

1. The decision to terminate a pregnancy and the procedures of abortion
should be kept independent from the retrieval and use of fetal tissue.

2. Payments and other forms of remuneration and compensation associated
with the procurement of fetal tissue should be prohibited, except payment for
reasonable expenses occasioned by the actual retrieval, storage, preparation,
and transportation of the tissues.

3. Potential recipients of such tissues, as well as research and health
care participants, should be properly informed as to the source of the tissues
in question.

4., Procedures must be adopted that accord human fetal tissue the same
respect accorded other cadaveric human tissues entitled to respect.

[Panel Vote: 18 Yes, 3 No, 0 Abstain]

CONSIDERATIONS FOR QUESTION 1

In reaching its answer to the first question, the panel weighed the
proposition that the morality of abortion could be separated in principle from
the morality of the uses to which fetal tissue from induced abortions might be
put. It was noted that fetal tissue would be obtained as a result of lawful,
constitutionally protected decisions and actions to terminate unwanted
pregnancy, and that use of cadaveric fetal tissue from induced abortions for
research or therapy was generally legal. But it was also noted that the
lawfulness of decisions and actions can be distinguished from their morality.




FUTURE REVIEW OF PANEL RECOMMFNDATIONS

These recommendations should be reviewed
at appropriate intervals
by the Secretary of Health and Human Services.




QUESTION 2. Does the use of the fetal tissue in research encourage women to
have an abortion that they might otherwise not undertake? If so, are there ways
to minimize such encouragement?

RESPONSE TO QUESTION 2

Research using fetal tissue has been conducted and publicized for over 30
years. There is no evidence that this use of fetal tissue for research has had
a material effect on the reasons for seeking an abortion in the past. Some
panel members were concerned that a more publicized and promising research
program might have such an effect in the future. To minimize any encouragement
for abortion as might arise from the use of fetal tissue in research, we
recommend that the measures outlined above under Question 1 be implemented, as
well as the following:

= The decision and consent to abort must precede discussion of the
possible use of the fetal tissue and any request for such consent as
might be required for that use.

" The pregnant woman should be prohibited from designating the
transplant-recipient of the fetal tissue.

The foregoing recommendations are not to be construed as denying or in any
way impeding a pregnant woman’'s access to information regarding the use of fetal
tissue in research should she request this information.

[Panel Vote: 19 Yes, 1 No, 1 Abstain]

CONSIDERATIONS FOR QUESTION 2

The panel noted that the reasons for terminating a pregnancy are complex,
varied, and deeply personal. The panel regarded it highly unlikely that a woman
would be encouraged to make this decision because of the knowledge that the
fetal remains might be used in research.

The panel concluded further that it was sound public policy to separate as
much as possible the deliberations and decisions about the abortion from any
discussion of the disposition of the fetal remains.



QUESTION 3. As a legal matter, does the very process of obtaining informed
consent from the pregnant woman constitute a prohibited "inducement® to
terminate the pregnancy for the purposes of the research--thus precluding
research of this sort, under HHS regulations?

RESPONSE TO QUESTION 3

The panel agrees that a pregnant woman should not be induced to terminate
pregnancy in order to furnish fetal tissue for transplantation or medical
research,

The process for obtaining informed consent from a pregnant woman for fetal
tissue research does not by itself constitute a prohibited inducement to
terminate the pregnancy for the purposes of research. However, knowledge of the
possibility for using fetal tissue in research and transplantation might
constitute motivation, reason, or incentive for a pregnant woman to have an
abortion. This would not constitute a prohibited "inducement,™ since it is not
a promise of financial reward or personal gain, nor is it coercive.

However, because the panel believes strongly that we should keep
transplantation and research on fetal tissue from encouraging abortion, the
panel recommends that informed comsent for an abortion should precede informed
consent or even the provision of preliminary information for tissue donation,

Moreover, anonymity between donor and recipient shall be maintained, so
that the donor does not know who will receive the tissue, and the identity of
the donor is concealed from the recipient and transplant team.

Further, the timing and method of abortion should not be influenced by the
potential uses of fetal tissue for transplantation or medical research.

In the long term, the problem alluded to by this question may be able to be
addressed by deferring the discussion of possible tissue donation until after
the abortion procedure has been performed. The feasibility of this approach to
fetal tissue procurement should be reviewed on a regular basis by the
Department.

[Panel Vote: 20 Yes, 0 No, 1 Abstain]

CONSIDERATIONS FOR QUESTION 3

As a preliminary matter, we assume that the informed consent mentioned in
the question refers to the consent sought for the purpose of using the fetal
tissue in research--as distinguished from the informed consent for the abortion
itself. As we have emphasized in several places, in the consent process for
termination of pregnancy, we believe there should be no mention at all of the
possibility of fetal tissue use in transplantation and research. The one
exception might be if the pregnant woman were to ask a direct question. And
even then only general information should be given; there should be no promise
that her fetal tissue either could or would be so used. Panel members
individually take this stand either because they do not want to do anything that
might encourage abortion or as a concession to those who do not want to risk
encouraging abortion,



The heart of the question pivots on the meaning of "prohibited
‘inducement.'" It is not clear which inducements are in fact prohibited by
pepartment of Health and Human Services (HHS) regulations nor is it clear
exactly what an inducement is, Therefore, some clarifications are in order to
determine what would be a reasonable and defensible position in the matter.

An inducement could be a coercion, an incentive, or a reason. (1) Coercion
is in any case unacceptable and would surely be prohibited. 1In order for
consent to be valid it must at least be free, voluntary, and informed. (2) We
would also find incentives to be unacceptable inasmuch as our panel recommends
at every turn that we should (for reasons articulated elsewhere) keep fetal
tissue transplantation and research from encouraging abortion. Also, incentives
to terminate a pregnancy would probably be prohibited under HHS regulations,
though it might turn on how strong, i.e., how irresistible, the incentive was.
(3) However, with respect to reasons, it would be unrealistic not to consider
the possibility that transplantation and research with fetal tissue may enter
the balance of considerations of a pregnant woman in deciding whether to have an
abortion. It would be unrealistic because transplantation and research with
fetal tissue will become general knowledge; it will not be possible to keep the
populace from knowing about it.

By no reasonable interpretation can sheer information constitute a
vprohibited ‘inducement.’'"™ The point of labeling some Iinducements as prohibited
is to avoid manipulation of persons by coercion (a threat of harm) or by
incentives (the promise of personal gain) unrelated to the risks, harms, and
benefits of the act itself. Thus, that fetal tissue could benefit others might
be one of many reasons to be weighed in deciding whether to terminate a
pregnancy. We clearly would be unable to keep such knowledge from functioning
as a reason, and in any case it does not and should not be construed to
constitute a "prohibited ‘inducement.’'”



QUESTION 4. Is maternal consent a sufficient condition for the use of the
tissue, or should additional consent be obtained? If so, what should be the
substance and who should be the source{(s) of the consent, and what procedures
should be implemented to obtain 1t?

RESPONSE TO QUESTION 4

Fetal tissue from induced abortions should not be used in medical research
without the prior consent of the pregnant woman. Her decision to donate fetal
remains is sufficient for the use of tissue, unless the father objects (except
in cases of incest or rape).

The consent should be obtained in compliance with State law and with the
Uniform Anatomical Gift Act.

Customary review proéedures should apply to research involving
transplantation of tissue from induced abortions.

[Panel Vote: 17 Yes, 3 No, 1 Abstain]

CONSIDERATIONS FOR QUESTION 4

There are several possible ways to transfer or acquire any human tissue:
donation (express or presumed), abandonment, sales, and expropriation. Although
each method of transfer has been used for some human biological materials in
some contexts In the United States, our society has largely adopted express
donation--by the decedent while alive or by the next of kin after his or her
death--as the method of transfer of cadaver organs and tissues. In cases where
the decedent while alive could not or did not express his or her wishes about
donation, the Uniform Anatomical Gift Act (UAGA) allows express donation by the
next of kin. Presumed donation (or presumed consent) is used in 12 States for
the removal of corneas; the donation of corneas by the decedent and next of kin
is presumed to have been made if there is no express objection. The panel
believes that express donation by the pregnant woman after the abortion decision
1s the most appropriate mode of transfer of fetal tissues because it is the most
congruent with our society's traditions, laws, policles, and practices,
including the Uniform Anatomical Gift Act and current Federal research
regulations.

When a woman chooses a legal abortion for her own reasons, that act does
not legally disqualify her--and should not disqualify her--as the primary
decisionmaker about the disposition of fetal remains, including the donation of
fetal tissue for research., Objections to this conclusion are grounded in the
assumption that the decision to abort severs kinship in any but the biological
sense. Nonetheless, the panel concludes that disputes about the morality of her
decision to have an abortion should not deprive the woman of the legal authority
to dispose of fetal remains. She still has a special connection with the fetus,
and she has a legitimate interest in its disposition and use. Furthermore, the
dead fetus has no interests that the pregnant woman's donation would violate.

In the final analysis, any mode of transfer of fetal tissue other than matermnal
donation appears to raise more serious ethical problems. For all these reasons,
the pregnant woman’s consent, or decision to donate, should be sufficient

(within the limits identified below). The panel heard no compelling reasons why
federally funded transplantation research should depart from ordinary and legal
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practice in the disposition and use of cadaver tissues, including fetal cadaver
tissues,

However, questions have been ralsed about whether additfonal comnsent is
needed from other parties, such as the father or a hospital ethics committee or
an institutional review board. We belleve that the structure provided by the
UAGA (revised 1987) is generally adequate but that a modification in policy is
needed for the donation of fetal tissue. Where the decedent did not express his
or her wishes, the UAGA authorizes "either parent of the decedent™ to make a
donation, unless there is a known objection to such a donation from the other
parent (or from the decedent’s spouse or adult children). As applied ta the
donation of fetal tissue, the UAGA provides that either parent may donate unless
there is a known objection by the other parent. In the panel’s view, the
pregnant woman'’s consent should be necessary for donation--that is, the father
should not be able to authorize the donation by himself, and the mother should
always be asked before the fetal tissue is used. In addition, her comnsent or
donation should be sufficient, except where the procurement team knows of the
father’'s objection to such donation. There is no legal or ethical obligation to
seek the father's permission, but there is a legal and ethical obligation not to
use the tissue 1if it is known that he objects (unless the pregnancy resulted
from rape or incest),

Review procedures have been developed for federally funded research
involving human subjects. These review procedures would also apply to fetal
tissue transplantation research, which must be reviewed and approved by
Institutional Review Boards (IRBs) before it can proceed. Such research would
fall under the purview of IRBs because human subjects would recelve experimental
transplants of fetal tissue In a research protocol. In addition, IRBs will need
to consider the adequacy of the information disclosed to the pregnant woman who
is considering whether to consent to tests (e.g., for antibedy to the human
immuncdeficiency virus) to determine the acceptability of the fetal tissue for
transplantation research. HNevertheless, the pregnant woman's consent to donate
the tissue is legally sufficient and should be sufficient in federally funded
transplantation research, as long as there is no known objection from the father
(except in cases of rape or incest).



QUESTION 5. Should there be and could there be a prohibition on the donation of
fetal tissue between family members, or friends and acquaintances? Would a
prohibition on donation between family members jeopardize the likelihood of
clinical success?

RESPONSE TO QUESTION 5

There should be no Federal funding of experimental transplants performed
with fetal tissue from induced abortions provided by a family member, friend, or
acqualntance. Absent such prohibition, the potential benefits to friends and
family members might encourage abortion or encourage pregnancy for the purpose
of abortion--encouragements that the panel strongly opposed.

Concerns regarding maternal welfare as well as the moral status of the
human fetus and, therefore, the morality of abortion itself, militate against
Federal practices or policies that could have the effect of in any way
encouraging abortions for the purpose of benefiting family members or
acquaintances.

There is no evidence now that a prohibition against the intrafamilial use
of fetal tissue would affect the attainment of valid clinical objectives. Glven
the current state of scientific knowledge, the treatment of diabetes with
intrafamilial tramsplants would be contraindicated. For other conditions that
are considered to be candidates for fetal tissue transplantation, currently
available scientific evidence allows no definitive conclusions to be drawn with
respect to this question.

[Panel Vote: 19 Yes, O No, 1 Abstain (Note: One panel member was out of the
room when this vote was taken.))

CONSIDERATIONS FOR QUESTION 5

There was no plea from the scientists for doing intrafamilial
transplantation. In fact, the experts gave testimony that there ought to be a
prohibition., If circumstances change, however, there may be reasons to modify
the prohibition.

The panel did not hear any compelling evidence that suggests that a
relationship between the donor and the fetus would improve the likelihood of
success. Repeatedly, testimony of the experts emphasized the lack of scientific
justification for intrafamilial donation by reason of current state of knowledge
of immunology and disease pathophysiology. 1In fact, some argued that
relatedness may induce the potential for disease recurrence, e.g., diabetes
mellitus. It was strongly urged that the Secretary for Health and Human
Services review these recommendations at regular intervals.




QUESTION 6. If transplantation using fetal tissue from induced abortions
pecomes more common, what impact is likely to occur on activities and procedures
employed by abortion clinics? In particular, is the optimal or safest way to
perform an abortion likely to be in conflict with preservation of the fetal
tissue? Is there any way to ensure that induced abortions are not intentionally
delayed in order to have a second trimester fetus for research and
transplantation?

RESPONSE TO QUESTION 6

If fetal tissue transplants become more common, the impact on the
activities and procedures of abortion clinics will depend upon the demand for
tissue and the regulations and safeguards that restrict tissue procurement. To
minimize this impact, it is essential that requests to donate tissue be
separated from consent to the abortion, and that no fees be paid to the woman to
donate, or to the clinlc for its efforts in procuring fetal tissue (other than
expenses incurred in retrieving fetal tissue).

The most certain impact if fetal tissue transplants become more common is
that abortion facilities will more frequently--perhaps even routinely--ask women
to donate fetal remains for research and therapy after they have decided to
abort the fetus. The abortion clinic will also coordinate retrieval and
temporary storage of fetal remains with tissue procurement organizations, either
retrieving the tissue themselves or permitting procurement agency personnel to
do so,

The greatest pressure for change in abortion clinic practices beyond
requesting women to donate fetal tissue would occur if abortion clinics and
women could profit financially from procuring fetal tissue. Current Federal law
and the law of many States prohibit the buying and selling of fetal tissue,
though they do permit payment of expenses incurred in procuring tissue for
transplantation., Enforcement of these laws, including clear guidelines about
what constitutes procurement expenses, ls essential to prevent pressure to abort
and to donate fetal tissue. )

One could contemplate a scenario in which demand outstripped the supply of
fetal tissue from abortions to end unwanted pregnancies. More effective
contraception, greater acceptance of pharmacologically induced abortions, and
great success in treating major diseases (such as Parkinson’s and diabetes)
could make the demand greater than the supply. To accommodate this scarcity,
mechanisms for distributing fetal tissue to the larger number of patients
demanding it would have to be devised, such as now exist for distributing the
scarce supply of hearts, livers, and kidneys to patients on waiting lists for

transplants.

However, this situation alone would not change the activities and practices
of abortion clinics. Pressures to conceilve and abort for transplantation
purposes would arise outside of or apart from the activities of such clinics.
Adherence to rules that specify when the request to donate tissue is made and
that ban sales of fetal tissue would also limit the impact of such demand on

abortion clinics.



The future medical possibilities cannot be foreseen with claricty. If,
however, presently unexpected conflicts arise in the future, the choice of the
abortion procedure should always be dictated by the health considerations of the

woman.

[Panel Vote: 19 Yes, 2 No, 0 Abstain]

CONSIDERATIONS FOR QUESTION 6

Predicting the impact on abortion clinics of a greater frequency of fetal
tissue transplants is difficult and necessarily speculative at this time. The
impact will depend upon many factors, including the extent of the demand for
tissue, the number of abortions, the time at which viable fetal tissue may be
obtained, the rules for obtaining consent, and rules against buying and selling
fetal tissue. History, of course, will supply the most accurate answers, for no
one can tell just how successful the research under consideration will be.

Ideally, permission to use tissues from the aborted fetus would not even be
sought until the abortion itself had been performed. The timing of and the
procedures associated with the abortion would be set and the abortion would be
performed before the question of tissue donation was even raised. However, post
mortem tissue quickly deteriorates, and, in most instances, (e.g., transplanta-
tion of neural tissue) cryogenic storage is not a sclentifically effective
alternative. Thus, the pregnant woman must be consulted before the abortion is
actually performed. In such instances, it is always possible for the woman
herself to consider procedural options that might render the fetal tissue more
useful for research or therapy; possible, but, according to experienced persons,
entirely unlikely.

It was the judgment of the panel that the concerns behind Question 6 are
best addressed by strict adoption of a number of safeguards; safeguards that
would eliminate or at least radically reduce profit motives and tendencies
toward commercialization, and safeguards that would ensure the greatest possible
separation between abortion procedures, facilities, and personnel on the one
hand, and fetal-tissue research procedures, facilities and persomnel on the
other.

Where the panel was divided was cn the question of which "scenario™ to
adopt in framing recommendations; a so-called "worst-case" situation in which
demand so outstrips supply as to exert great financial and altruistic pressures,
or a so-called "reasonable-case™ situation in which modest medical objectives
are met only over a long period. The energetic support of research by the NIH
would, of course, affect the rate of progress in this area. The strictest
principles of separation would be necessary in the "worst case" and would not be
untoward in their effects even under curremt conditions. :
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QUgsTION 7. What actual steps are involved in procuring the tissue from the
gource to the researcher? Are there any payments involved? What types of
payments in this situation, if any, would fall inside or outside the scope of

the Hyde Amendment?

RESPONSE TO QUESTION 7

Past experience with fetal tissue research usually has had the medical
researcher directly requesting fetal remains for research from physicians
performing abortions, usually {n the same institution. Occasionally, medical
researchers have requested fetal tissue from freestanding abortion clinics in

the same city.

In these instances, it is assumed that the woman aborting has consented to
donation of fetal remains, though it 1is possible that in some instances the
tissue, which would otherwise be discarded, has been treated as abandoned and
used without maternal consent. If consent was obtained, it would ordinarily
have been obtained before the abortion occurred but after the decision to abort

had been made.

More recently, agencies or organizations have developed to provide tissue,
including fetal tissue, to researchers. These have been nonprofit agencies that
have solicited fetal tissue from abortion facilities and paid them a small fee
for each fetal tissue retrieved to cover the costs of retrieval, including time
of staff and rental of space. They have then distributed the tissue to
previously identified and approved researchers conducting legitimate medical
research. These agencies have usually charged the researchers the cost they
have incurred in procuring the tissue.

There sometimes have been payments made to abortion facilities and
physicians who have provided fetal tissue for research. These payments are
intended to cover the costs to the abortion facility of providing access to the
procurement agency, including staff time in requesting consent and retrieving
tissue, and use of the clinic space by employees of the procurement agency.

If Federal research funds were used to pay the cost of the abortion
procedure that makes fetal tissue available for research, such payment would
violate the Hyde Amendment. On the other hand, the use of Federal research
funds to pay tissue retrieval agencies for the costs of retrieving fetal tissue
after the abortion has occurred would not violate the Amendment. Those funds
would not be used "to perform abortions,” but to obtain fetal tissue from
abortions that would otherwise be occurring. Similarly, Federal support of
fetal tissue research activities other than the cost of fetal tissue retrieval

would also not violate the Hyde Amendment.

[Panel Vote: 19 Yes, 2 No, O Abstain]

CONSIDERATIONS FOR QUESTION 7

The description of fetal tissue procurement procedures described here is
based on information presented to the panel concerning past experience in
obtaining fetal tissue and on information about new organizations that have
arisen to provide fetal tissue for research and therapy. Some further
development along these lines may be expected, with a strong emphasis on
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nonprofit retrieval agencies and no payments for tissue procurement beyond
expenses.

There is no evidence that women who abort are paid money or other
consideration to donate fetal tissue. Payments to abortion facilities have
purported to cover expenses involved in collecting tissue and making it
available. To prevent abortion clinics from making profits from fetal tissue
donation, specific rules for what counts as a reasonable payment for retrieval

expenses may be required.

The Hyde Amendment prohibits the use of designated Federal funds "to
perform abortions except where the life of the pregnant woman would be
endangered if the fetus were carried to term." It would appear, therefore, that
the Hyde Amendment is not violated by support of research with fetal tissue or
payment of costs incurred in retrieving that tissue because those funds would

not be paid "to perform abortions.®
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QUESTION 8. According to HHS regulations, research on dead fetuses must be
conducted in compliance with State and local laws. A few States’ enacted
version of the Uniform Anatomical Gift Act contains restrictions on the research
applications of dead fetal tissue after an induced abortion. In those States,
do these restrictions apply to therapeutic transplantation of dead fetal tissue
after an induced abortion? If so, what are the consequences for NIH-funded
researchers in those States?

RESPONSE TO QUESTION 8

While the Uniform Anatomical Gift Act in every State permits donations of
fetal remains with maternal consent (as long as the father does not object), the
panel is aware of eight States (Arkansas, Arizona, Illinois, Indiana, Ohio,
Louisiana, New Mexico, and Oklahoma) that have statutes that prohibit the
experimental use of cadaveric fetal tissue from induced abortions. Provisions
of one statute (that in Louisiana) have been struck down on constitutional
grounds,

Six of the eight States prohibit experimentation on fetuses from induced
abortion. By their terms, these statutes do not apply to nonexperimental
therapeutic transplants, but arguably would apply only to experimental
therapeutic transplants. However, if the subject of the research is deemed to
be the recipient of the fetal tissue transplant, then it may be that these
statutes do not apply to experimental therapeutic transplants because they are
experiments on the recipient and not on the aborted fetus.

Two of the six States would ban any use of fetal tissue from induced
abortions, whether experimental or not.

Several States also have laws requiring that maternal consent be obtained
before fetal tissue may be used, and ban payments for fetal tissue or providing
the abortion free as an inducement to obtain fetal tissue for research.

The consequences for NIH researchers in those States depend upon the
meaning of the term "experimentation" In the statutes at issue. 1In at least two
of the States no use could be made of aborted fetal tissue. In the other six
they could be used for nonexperimental therapeutic transplants or for
experimental therapeutic transplants that are reasconably viewed as experiments
on the recipient of the transplant and not on the fetal tissue itself.

Researchers in States with statutes appearing to ban fetal tissue
transplants may seek clarification of the law.

[Panel Vote: 20 Yes, Q No, 1 Abstain]

CONSIDERATIONS FOR QUESTION 8

Research using tissue from dead fetuses is permitted in most States,
because these States have statutes modeled on the Uniform Anatomical Gift Act,
which treats fetal tissue like other cadaveric remains. The panel knows of only
two States that prohibit all use of fetal remains from induced abortion. In six
other States known to the panel, whether tissue from induced abortions may be
used is dependent upon clarification of the statutory meaning of the term
"experimental.”
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QUESTION 9. For those diseases for which transplantation using fetal tissue has
been proposed, have enough animal studies been performed to justify proceeding
to human transplants? Because Induced abortions during the first trimester are
less risky to the woman, have there been enough animal studies for each of those
diseases to justify the reliance on the equivalent of the second trimester human
fetus?

RESPONSE TO QUESTION 9

There is sufficient evidence from animal experimentation to justify
proceeding with human clinical trials in Parkinson’s disease and juvenile
diabetes. Although fetal tissue of diverse ages may be scientifically and
clinically advantageous for transplantation to relieve various pathologies, no
abortion should be scheduled or otherwise accommodated to suit the requirements
of research.

In terms of Parkinson’s disease there is a wealth of positive data on graft
efficacy from animal models. Extensive research has been conducted in rodents
and in non-human primates. Additional testimony from some scientists suggested
that further animal studies would be helpful. It is not known, for example, if
there are any long-term adverse immunological effects of the grafts. It was
also pointed out that the same disease processes that caused the initial
dopamine neuron degeneration could also produce degeneration of grafted neurons.
Testimony stressed the need for additional research, especially in terms of
developing cell lines, as discussed in Question 10, below.

In terms of diabetes, there was presented a considerable body of data with
animal models of diabetes supporting the efficacy of fetal islet transplants in
man and suggesting that human clinical trials were timely and appropriate. Such
trials are now in progress and are currently being evaluated.

Experts testified that in other disease states, such as Alzheimer's
disease, Huntington’s disease, spinal cord injury, and neuroendocrine
deficiencies, promising results have derived from experiments using allografts
in animal disease models. In these latter diseases, experts urged further
animal studies before using human fetal tissue. Acceptable preliminary data
would then need to be presented to an appropriate Institutional Review Board,
NIH Initial Review Group, and National Advisory Council before Public Health
Service funds would be obtained.

Research in diabetes, Parkinson's disease, and neural regemeration has
found that first trimester fetal tissue is not only more apt, but optimal, for
transplantation, since it survives better and contains cells at a stage of
differentiation which is more appropriate for the therapeutic goals. Animal
studies on other disorders have not revealed a transplantation protocol that
would require the use of more mature fetal tissue.

Should that possibility arise and not be restricted by law, then tissue
available from abortions that have already occurred during the second trimester
may be used. But, to the extent that Federal sponsorship or funding is
involved, no abortion should be put off to a later date nor should any abortion
be performed by an alternate method entailing greater risk to the pregnant woman
in order to supply more useful fetal materials for research.

(Panel Vote: 18 Yes, 2 No, 1 Abstain]
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-

"



QUESTION 1C. What is the likelihood that transplantation using fetal cell
cultures will be successful? Will this obviate the need for fresh fetal tissue?
In what time frame might this occur?

RESPONSE TO QUESTION 10

In terms of alternatives to the use of fetal tissue for transplantation, an
option that was presented to the panel was the use of established lines of cells
that are maintained in culture. The scientific testimony was optimistic that
transplantation using cell cultures may ultimately be successful. This use of
cultured cells might obviate the need for tissue directly obtained from the
fetus for some purposes of research and therapy. The time frame for use of
defined cell lines for transplantation is estimated to be at least 10 years,
given the problems of genetic engineering to have the cells synthesize chemical
messengers and differentiate after grafting.

[Panel Vote: 21 Yes, 0 No, 0 Abstain]

CONSIDERATIONS FOR QUESTION 10

The evidence in the field and expert testimony indicate that an established
cell line for transplantation in diabetes must be able to synthesize, store, and
release appropriate amounts of insulin when the blood sugar exceeds normal
limits. At the present time, it is possible to construct cell lines by genetic
engineering which synthesize insulin, but the newly formed insulin is released
immediately regardless of the level of blood sugar. The genetic information for
the storage and controlled release of insulin is not available at the moment and
thus cannot be inserted into these cells,

A second problem may occur even if a cell line could be developed which
would synthesize, store and release insulin upon demand, A normal insulin-
producing cell in the pancreas is surrounded by other cells which secrete
hormones that control and modulate the secretion of insulin. Thus, it may
require the development of additional cell lines to release these hormones and
permit the normal secretion of insulin from an insulin-producing cell line.

In regard to Parkinson’s disease, it is unknown whether the transplanted
neural cells will be needed only to release a specific chemical messenger or
whether the transplanted cells must contact other neural cells. If both
properties are required, then these two different types of genetic information
would have to be inserted into the cell line.

A final problem for the development of cell lines for transplantation into
patients with either diabetes or Parkinson's disease Is that genetic information
would have to be inserted to permit the multiplication of the cells before
transplantation and then stop multiplying after transplantation. If cell
multiplication could not be stopped after transplantation, the cell line would
form a tumor in the patient.
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SUMMARY OF CURRENT LITERATURE UNDERLYING
THE RESPONSE TO QUESTION 9

Prepared by Dr. Barry J. Hoffer

In terms of Parkinson’s disease (PD), there is a wealth of positive data on
graft efficacy from animal models. The possible clinical application of neural
grafting in patients with PD was first suggested a decade ago when it was
reported that striatal implants of dopamine-(DA)-rich ventral mesencephalic
tissue from rat fetuses could improve the symptoms of a 6-hydroxydopamine-
induced Parkinsonian syndrome in rats (Bjdrklund and Stenevi, 1979; Perlow et
al., 1979). It has since then been convincingly demonstrated that the
functional recovery is dependent on graft survival and DA fiber ingrowth into
the denervated striatum (Bjorklund and Stenevi, 1979; Bjorklund et al., 1980).
The growth of the grafted DA neurons exhibits a high degree of specificity and
the distributional pattern of the outgrowing fibers is reminiscent of that found
in the normal brain (Bjorklund et al., 1983). The ingrowing graft-derived DA
fibers form abundant synaptic contacts with host striatal neurons (Freund et
al., 1985). The grafts are metabolically, physiologically, and biochemically
active (Zetterstrém et al., 1986; Strecker et al., 1987; Rose et al., 1985) in
that they exhibit transmitter synthesis, normal firing patterns, and organotypic
DA release. Successful grafting of DA-rich ventral mesencephalic tissue from
fetuses to the striatum has also been reported in nonhuman primates with
MPTP-induced Parkinsonism. Survival of implanted DA neurons in the caudate
nucleus or the putamen has been demonstrated microscopically in rhesus monkeys
(Bakay et al., 1985), african green monkeys (Redmond et al., 1986) and common
marmosets. Biochemical data have indicated a near-normal ratio of homovanillic
acid (a major DA metabolite) to DA in the vicinity of the grafted cells
indicating that in nonhuman primates as well, grafted dopaminergic neurons are
able to normalize DA turnover in DA depleted areas of CNS. Such animals have
shown a permanent reduction of both drug-induced motor abnormalities and of
hypokinesia, rigidity and tremor.

A key finding supporting the recent clinical trials is that human fetal DA
neurons are able to survive transplantation into the DA-denervated rat striatum,
reinnervate the host brain and counteract Parkinsonian symptoms (Brundin et al.,
1986, 1988; Stromberg et al., 1986, 1988).

The experiments with human donor to rat host ventral mesencephalic grafts
indicate that the optimal donor age is 8 to 10 weeks. About 15,000 DA cells
from each human fetus were found to survive grafting to the striatum of
cyclosporin A treated rats (Brundin et al., 1988). Since it has been estimated
(Lindvall et al,, 1987) that the human putamen is normally innervated by about
60,000 DA neurons, grafting of ventral mesencephalic tissue from one fetus into
this structure should be able to restore approximately 25 percent of the normal
number of cells., Further estimates, taking into account the growth capacity of
each individual human DA neuron, indicate that the DA innervation provided by
mesencephalic tissue from one fetus would be able to reach 40 to 80 percent of
the volume of the human putamen. The symptoms of PD do not appear until more
than 70 percent of the DA neurons have degenerated (Berheimer et al., 1973);
until this stage is reached, DA transmission is maintained through hyperactivity
of remaining neurons and postsynaptic receptor supersensitivity (Ungerstedt,
1971). It is therefore realistic to believe that tissue from human fetuses
implanted into the putamen, caudate nucleus, or both, would elicit a symptomatic
improvement for a patient with PD.
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Transplantation has also been considered as a possible "cure” for type I
diabetes. In animal models, it has been known since the early sixties that it
was possible to reverse the metabolic problems of diabetes by either whole
pancreas or pancreatic islet transplantation (Lacy, 1984), Islet grafting was
also shown to elther prevent or arrest the development of diabetic compli-
cations, seen in animals with long lasting poorly controlled diabetes (Lacy,
1984).

Animal studies show that we are now in a position to isolate islets from
the rodent pancreas and transplant them to unrelated animals without the need of
recipient immunosuppression (Lafferty et al., 1983). Fetal pancreas can also be
used as a source of tissue for transplantation (Lafferty et al., 1983). This
tissue does not contain mature islets but does contain cells which give rise to
islets. Grafts of fetal pancreas are relatively slow to reverse diabetes
because the islet tissue must grow and differentiate before it can function.

Fetal pancreatic tissue, with appropriate treatment, can also be grafted
without the need for recipient immunosuppression (Lafferty et al., 1983). The
development of technology which provides the ability to graft without the need
for immunosuppressive therapy, or at least using limited immunosuppressive
therapy, makes islet or fetal pancreas transplantation a potential treatment for
type I diabetes.

Studies have been carried out to determine whether human fetal pancreas,
obtained from cadaveric donors, has the capacity to grow, differentiate and
function in animals (Hullett et al., 1987; Tuch et al., 1988). These studies
have involved the grafting of human fetal pancreas to animals with no
functioning immune system (i.e., "nude” mice). The fetal pancreas does grow and
develop insulin containing islets. The tissue also has the capacity to reverse
a diabetic condition in these animals.

Since experimental studies have reached the stage of demonstrating that
human fetal pancreas can grow, differentiate, and function in animals, it now
seems scientifically justified to move to experimental studies in man, while
continuing with research in animals,
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My name is Carol Lurie and I am dffering these remarks on
behalf of the Juvenile Diabetes Foundation International, an
international voluntary health organization of over 160
chapters dedicated to furthering research towards a cure for

diabetes and to improving the quality of life of the diabetic.

I am a Founder and past-president of JDF. I am also the

mother of a _30 -year old young man who has lived with this
20

disease for years.

I remember my first trip to Washington, 15 years ago to
testify for higher appropriations for diabetes research. At
that time, there was no federal diabetes initiative to speak
of. With the diagnosis of diabetes, our children were afforded
a slow and painful death sentence, a life awaiting the myriad
of complications of diabetes -- blindness, heart disease,
stroke, neurological disorder, kidney failure, to name a few.
It was this fear and panic and love for our children which
catalyzed the formation of JDF and our aggressive effort to see

the federal government do something about diabetes.

Public policy-makers heeded our call and the federal
government now spends about one-quarter of a billion dollars

each year on diabetes research. The returns on this investment



have been remarkable: Researchers have identified the genetic
markers of diabetes. They have develcoped techniques for laser
photocoagulation to treat diaBEtiC‘fetiHOPathy and we can now
significantly reduce the risk of blindness. They have greatly
reduced the health risk to mother and child of the diabetic
pregnancy. They have improved methods of insulin delivery,
including the use of human insulin developed through

recombinant DNA and the insulin pump.

These breakthroughs are not the result of a grand
blueprint but, rather, the result of the laborious pursuit of:
many avenuas of research inqgir?. Many of these avenues lead
to dead ends and a few yieldlt 6 breakthroughs which improve
the human condition, like kidney transplantation, the discovéry

of antibiotics, and the development of the polio vaccine.

A3 scientists have explained to you today, this nation's
diabetic population awaits the results of clinical trials in
which human subjects are undergoing pancreatic islet cell
transplantation. I wish that I could tell you that this
research will result in a cure for diabetes., That might ease
this Committee's burden in evaluating the pros and cons of
utilizing fetal tissue in biomedical research. However, I can

offer no such guarantees. I can only plead that, as long as



there exists an iota of opportunity that disease can be
eradicated through research utilizing any form of legally
obtained tissue -- from adult cadaver, from fetus, or from

animal -- this research must be conducted.

I am not a scientist but I think that I understand the
status of diabetes-related transplantation research., You've
all heard an in depth discussion of this research and it would
be redundant for me to repeat its merits when time is of the

essence this afternoon.

The reality of islet cell transplantation is that this
tissue is often derived from aborted fetuses. We must
acknowledge that the conduct of the research is not an impetus
for abortion. Reasonable people can agree and disagree as to
the social, economic, and moral implications of abortion, but
the fact is that our legislatures and our éourts have concluded
that abortion is legal. And, as long as safeguards are
instituted which ensure that research is ethically pursued and
that the act of abortion and the conduct of research remain
distinct, we believe that it is socially and morally imperative
that we pursue research avenues which mav lead to a cure for
diabetas, Parkinson's Disease, or other devastating diseases.



JDF is terribly upset that the White House is considering
promulgating an Executive Order which which prevent this
research from continuing with federal support. Whether a
Republican or Democrat is in the White House, it is imperative
that the Executive Branch comprehend éhe importance of this
research and that the use of fetal tissue in transplantation is
not an abortion issue. Further, as we discussed earlier,
safequards can be and are imposed which prevent abuses,

including:

o Animal models should be utilized before human
rasearch is initiateq. as was the case with islet

cell transplantation,

o Researchers should have no part in deciding the
timing, methods, or procedures for terminating

pregnancy.

o No inducemsnts should be provided to encourage a
. mother to abort in order to obtain tissue for

research purposes.



0 As with all transplantation, state and local laws

governing informed consent must be followed.

o] Under no circumstance should a woman be permitted to
abort in order to obtain tissue for a designated

donee, such as her child,

With respect to the conduct of diabetes research, I have
been here since the beginning. I have personally spoken with
thousands of diabetics who are alive today, who can see today,
who can walk today, who can bear children today, and who have
dreams of a healthy tomorrow because we put fiscal resources
into research and allowed the research endeavor to flourish .in
an administratively unfettered manner. If researchers had not
been permitted to culture the diabetes virus, we could not have
held out the hope for prevention of diabetes. If researchers
were not permitted to utilize genetic engineering, we would not
have access to pure human insulin. If researchers were not
permitted to utilize animals in research, we would not have
made such phenomenal progress in ameliorating diabetes’
complications. Will we forego an cpportunity to cure diabetes
and other diseases because of our unwillingness to utilize a
tissue resource -- faetal tissue -- which will otherwise be

destroyed?



I appreciate that the use of fetal tissue implicates an
unique array of social and ethical issues. Yet, we must
resolve these issues in a way that preserves this vital avenue

of biomedical research., My son's life depends upon it.

Thank you.
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INTRODUCTION

Fetal research and fetal tissue research have increasingly
been the subject of public debate and controversy. In par-
ticipating in the debate, AAMC staff became aware of the need to
set forth and understand the distinction between the two areas of
research. This resulting document is an attempt to provide a
clear and comprehensive description of these separate areas of
research, the issues surrounding them, and a chronoclogical per-
spective of their legislative/regulatory histories.

Robert G. Petersdorf, M.D., President
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EXECUTIVE SUMMARY

Fetal research and the use of fetal tissue in research are
two separate issues, although the distinction is often blurred
within the discussion of abortion.

Fetal research 1s generally performed on a 1living fetus in
utero, although it 1is legal to perform research ex utero. Fetal
research has been essential to the development of vaccines, fe
tal surgery, and prenatal diagnostic techniques.

The regulation of fetal research has a long history. Reg-
ulations for the protection of fetuses were promulgated in 1975
and, since then, there has been pressure to ban or restrict fetal
research. The regulations state that a waiver must be obtained
from the Secretary of the Department of Health and Human Services
(DHHS) to perform fetal research that is not therapeutic and that
poses greater than minimal risk to the fetus. This restriction
prohibits most fetal research because the minimal risk standard
only allows a researcher to observe the fetus or to perform non-
invasive procedures. The regulations on fetal research have been
in existence for 13 years, but the wailver provision has been
functional for only two of these years. Current proposed legis-
lation would prohibit research above the minimal risk standard
for another two to three years pending a study of the issue.

Fatal tissue research, as distinct from fetal research, uses
only tissue samples from deceased fetuses. For decades fetal
tissue has been used in developing particular cell lines and for
safety testing of vaccines. Because of the unique qualities of
fetal tissue, it now is being studied for use in treatment of a
wide range of <conditions including Parkinson’'s disease,
Alzheimer’s disease, Huntington’s chorea, diabetes, neurological
diseases and injuries, blood-related diseases, cancer, AIDS, pul-
monary, kidney, eye, and dental diseases.

The use of fetal tissue is regulated at the state 1level.
All 50 states have adopted the Uniform Anatomical Gift Act, which
authorizes_the use of tissue obtained from dead fetuses. Federal
regulations have established requirements that separate abortion
procedures from the conduct of research and cover both fetal
research and the use of fetal tissue in research.

Recent advances in research with fetal tissue have led to
increasing public attention and legislative inquiry. DHHS has
taken action to restrict the use of fetal tissue in research un-
til the issue is studied further.

The purpose of this paper is to provide the history of the

regulation of fetal research and to outline the distinction
between fetal research and the use of fetal tissue in research.
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FETAL RESEARCH

ENEFITS/OQUTCOMES OF FETAL RESEARCH

Fetal research is performed on a living fetus in utero, al-
though it is legal to perform research ex utero. Research may be
invasive; an example is fetal surgery to save an endangered life.
Other fetal research may be noninvasive as in ultrasonic detec-
tion of fetal structures and movements.

Fetal research has been instrumental in the development of
vaccines. Although no pregnant women were used to develop the
rubella vaccine, pregnant women were used in testing its effica-
cy. Fetal research has been instrumental in the diagnosis and
treatment of Rh incompatibility between mother and fetus and for
the detection of neural tube defects. Noninvasive or low risk
procedures developed with fetal research include fetal elec-
trocardiogram, analyses of umbilical cord blood, and observation
and measurement of the fetus.

The effects of a wide range of drugs on the human fetus have
been studied in wutero including anestheties, analgesics, car-
diovascular agents, hormones, psychopharmacologic agents, di-
uretics, anticonvulsants, and anti-infective drugs. These ef-
forts yielded data on which drugs cross the placenta, their rela-
tive rates of passage, and the amount of drug that reaches the
fetus. Such research is no longer being conducted.

Recent advances in fetal surgery have allowed correction of
urinary tract obstructions by placement of catheters in fetuses
to drain fetal urine. The treatment of hydrocephalus by place-
ment of shunts in fetal brains to drain excessive cerebrospinal
fluid is an important example of therapeutic fetal research.
Others include steroid therapy to accelerate lung maturation in
utero when labor is premature and delivery is imminent and drug
therapy to prevent congenital heart diseases that could later
require surgery.

Now standard fetal diagnostic procedures such as amniocen-
tesis and ultrasoncgraphy have been developed with fetal
research. Diagnosis of such diseases as Tay-Sachs, cystic
fibresis, and muscular dystrophy may be made possible even ear-
lier in pregnancy by a new, still-experimental technique called
chorionic wvillus sampling (CVS). During the CVS procedure, a
catheter, guided by ultrasound, is inserted into the uterus to
withdraw a sample of chorionie villi tissue that surrounds the
fetus and later becomes the placenta. CVS can be perfprmed
between the 8th and 12th week of pregnancy. (Amniocentesis is
Pgrfgrmed during the 16th week and the results take longer to
obtain.)



With prenatal diagnosis, the physician may be able to plan
for altered management of the newborn and therapeutic alterna-
tives can be made available to endangered or dying fetuses, for
example,

o treating in utero anemia and nutritional
deficiencies;

o changing the time of delivery, e.g., induction of
labor to treat intrauterine growth retardation;

¢ changing the mode of delivery, e.g., cesarean
delivery for conjoined twins;

o instituting treatment immediately following deliv-
ery, e.g., management of cystic fibrosis or surgery
for craniofacial, extremity, and chest wall
deformities.

LEGISLATIVE/REGULATORY HISTORY OF FETAL RESEARCH

Since 1975 research has been conducted under carefully con-
trolled stipulations mandated by strict Federal regulations that
assure proper care and preserve respect for the fetus. While the
regulations 'on fetal research apply only to federally-funded
projects, they serve as the accepted standards for conduct of all
fetal research.

In order to understand the regulation of federally-funded
fetal research, it is useful to review policy concerning the in-
volvement of human subjects in research. Policy has evolved
slowly, starting with the convening of a National Institutes of
Health (NIH) study group to develop guidelines for human subjects
in research in the early 1960s. This was followed in 1966 by a
one-page memorandum by the Surgeon General. In the late 1960s,
Congress became increasingly concerned about the impact of advan-
ces in medical technology on human research subjects. In 1968,
Sen. Walter Mondale (D-MN) held hearings on this issue and pro-
posed establishment of a National Commission on Health Science
and Society. Sen. Mondale intended to establish this temporary
body to examine developments in medical research. However, the
Senate did not approve establishment of such a commission until
1371. The companion measure in the House was not considered, and
the Mondale bill died in the Senate during that session. During
1971, without publicity, NIH established a study group to examine
the adequacy of Department of Health, Education, and Welfare
(DHEW) guidelines for protection of human subjects and to recom-
mend policy.

Early in the 1970s, reports of abuses in human research sub-
Jects arose. In 1972, a U.S. Public Health Service (PHS) study
of U400 black men in Tuskegee, Alabama received extensive media
coverage. The study, begun in the 1930s, was to determine the
long-term effects of syphilis. The men had not been told if they



had syphilis and were not offered treatment. The study was not
initiated under the current peer review system for research con-
ducted with PHS funds. The exposure of this research led Sen.
Jacob Javits (R-NY) to offer amendments to the Food, Drug, and
Cosmetics Act on the protection of human subjects in research.
He recommended that DHEW establish a panel to study the Tuskegee
experiment and to examine the adequacy of DHEW guidelines for
protection of human subjects. In 1972, DHEW established a group
to investigate the Tuskegee experiment and report to Congress.

Increasing concern over research involving human. subjects
led Sen. Edward Kennedy (D-MA) in 1973 to begin a series of hear-
ings on this issue. Fetal research was not specifically dis-
cussed. Later that year, DHEW reported to Congress on the Tus-
kegee research, recommending that a permanent body be established
to regulate federally-supported research invelving human sub-
jJects. As a result, the movement intensified to establish an
independent, free-standing commission to monitor research.

Fetal research became controversial in the early 1970s.
Legitimate concerns were exacerbated by lurid accounts of alleged
trafficking in aborted fetuses from foreign countries. Palse
reports were circulated that the Federal government was paying
researchers to experiment on 1living, fully-developed fetuses ob-
tained from women having cesarean sections.

The issues of fetal research and abortion had been linked in
‘some state legislation, and the distinction between the two fre-
quently was obscured within discussion of the 1973 Roe v. Wade
Supreme Court decision that legalized abortion. Roe v. Wade led
many states to change their abortion laws. Fetal research had
been banned or regulated in some way within many state abortion
statutes. Following legalization, many states proposed separate
legislation to ban fetal research.

In May 1973, the House scheduled floor consideration of a
bill to expand the national biomedical and behavioral research
training program, which included a provision banning DHEW from
conducting or supporting any research "“which would violate ethi-
cal standards adopted by NIH." Rep. Angelo Roncallo (R-NY) of-
fered an amendment prohibiting "research in the United States or
abroad on a human fetus which is outside the uterus of its mother
and which has a beating heart." His amendment passed by a vote
of 354 to 9.

A similar Roncalle amendment was passed by both the House
and Senate in the National Science Foundation (NSF) reauthoriza-
tion. ‘It prohibited 1live fetal research, even though NSF sup-
ports no fetal research. While this legislation had no ap-
plicable effect, it gave the fetal research issue an unforeseen
boost into prominence.



Many bills regarding biomedical research were introduced in
the Senate in 1973 Sen. James Buckley (R-NY) proposed a Roncal-
lo-type amendment to a bill introduced by Sen. Kennedy. The
Buckley amendment was not added to the legislation because Sen.
Kennedy suggested alternative language prohibiting fetal research
"before or after induced” abortion until after a proposed commis-
sion would report back to Congress. The bill was not enacted in
1973 due to House and Senate differences in language on the com--
position, duration, and responsibilities of this commission.

Finally, in 1974 a House/Senate compromise was reached.
Among other provisions, the National Research Act (P.L. 93-348)
established a National Commission for the Protection of Human
Subjects in Biomedical and Behavioral Research. As part of the
compromise, the same Act also placed "a prohibition, in effect
until the Commission has made recommendations, on research (con-
ducted 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." This prohibition was to remain in
effect for the four months between December 1974 and April 1975
when the Commission was to report back to Congress.

In August 1974, after passage of the National Research Act
but before members were appointed to the National Commission,
DHEW issued proposed guidelines based on the recommendations of
the NIH study group that had been appointed in 1971. These guide-
lines stated that DHEW would

permit research to be undertaken from which
there will be no risk of harm to the (previable
or viable) fetus if such research is conducted
as part of the abortion procedure...in expecta-
tion that such research may produce new tech-
nology which will enable countless premature
infants to live who now cannot.

This provision offered a safeguard to pregnant women who
might change their minds about abortion by allowing research to
occur only after the abortion procedure had been initiated.
However, since the National Research Act prohibited DHEW research
on living fetuses "before or after induced abortion" until after
the Commission reported back to Congress, this proposed policy
had no effect.

The Commission made its report on May 1, 1975. Based on its
recommendations, DHEW issued regulations on July 29, 1975 on fe-
tal research conducted with Federal funding, and the temporary
prohibition on research "before or after induced abortion" was



lifted.! Current fetal research 1is performed under these
regulatiocns.

The regulations allow fetal research to be performed in
utero or ex utero under a "minimal risk" standard or for
"therapeutic” interventions. The "minimal risk" standard states
that

the risks of harm anticipated in the proposed research
are not any greater, considering probability and magni-
tude, than those ordinarily encountered in daily life -
or during the performance of routine physical or psy-
chological examinations or tests.

This standard allows the researcher to observe, touch, or
palpate the fetus external to the mother and to perform any other
noninvasive procedure. Also permitted under this standard is the

performance of a simple blood test. Research of indeterminate
risk cannot be performed since it may exceed the "minimal risk"
threshold. Any new area of fetal research will exceed the

threshold because there is no research on which to make a judg-
ment of risk. Animal studies often document risk; however, ani-
mals frequently provide insufficient models to determine risk for
human experimentation. Therefore, until proven otherwise, all
nontherapeutic research must be presumed to exceed the "minimal
" risk"” standard. "Therapeutic" research can be conducted on fe-
tuses if it will benefit the fetus directly, particularly in the
case of a diseased, malformed, or near-dead fetus. Invasive pro-
cedures or other treatments that still have research status can
" be performed on a fetus in utero or ex utero as attempted therapy
for that fetus. Currently, much research involving live fetuses
in utero is performed for the therapeutic needs of the fetus. The
justification for the conduct of fetal research, as specified in
the regulations, is in "the development of important biomedical
knowledge which cannot be obtained by other means.”

The regulations legally separate abortion procedures from
fetal research. They do not allow the researcher to have any

1 Any live birth resulting from a pregnancy 1s considered a child
and covered under a separate set of regulations. While the Na-
tional Commission for the Protection of Human Subjects of Bio-
medical and Behavioral Research, created by the National Research
Act of 1974, had established recommendations for research involv-
ing children, regulations were not finalized until 1983. These
regulations affect fetal research only in that they specify that
a fetus born alive following an attempted abortion is an infant.
Children are covered under the same standards as fetuses.
However, the regulations allow a child to be exposed to slightly
more risk than allowed for fetuses under the fetal regulations if
parental consent is obtained.



involvement in the timing, method, or procedure of an abortion or
in determining the viability of the fetus at the termination of
pregnancy. They stipulate that no monetary or other inducements
are to be given to a woman to terminate pregnancy.

The regulations state that

Ne procedural changes which may cause greater than
minimal risk to the fetus or the pregnant woman may
be introduced into the procedure for terminating the
pregnancy solely in the interest of the activity.

This means that fetuses intended for abortion are not to be
treated any differently from fetuses intended to be carried to
term. The respect for the fetus regardless of its fate 1is also
reflected in the fact that the regulations apply to all fetuses
with no distinction between those intended to be carried to term
and those intended to be aborted.

The regulations include a waiver provision. This provision
permits the regulations to be "waived" for particular research
projects that exceed the "minimal risk"” standard and are not
performed for "therapeutic"” purposes. The regulatory restric-
tions can only be lifted on a project-by-project basis. The reg-
ulations establlish an Ethical Advisory Board (EAB) of DHEW. 1Its
functions is to review any waiver submissions and to make recom-
mendations to the Secretary. The waiver process 1is lengthy;
deliberations must be public, land an approval by the Secretary
must be publishe% in the Federal Register. The first EAB was
chartered in 1977¢ but did not convene until 1978.

2 In 1977, a researcher from Vanderbilt University submitted a
propesal for research on in vitro fertilization (IVF). DHEW
- Secretary Joseph A. Califanco decided that a study of IVF research
was needed before the proposal could be considered. This forced
him to charter an EAB because by regulation all IVF research must
be approved by an EAB. The researcher died before his proposal
was considered, but a thorough analysis of IVF was published in
the Federal Register, one of Secretary Califano’s last efforts
before leaving his position. In 1978, pressure increased for the
DHEW EAB to clarify its position on IVF research. All IVF proj-
ects had to be approved by the Secretary at that time, and Secre-
tary Patricia Harris was about to approve a carefully developed
policy which would allow some IVF research to proceed without EAB
clearance. IVF research that posed unusually high risk or that
raised new ethical considerations would be considered by the
Board on a project-by-project basis. However, Secretary Harris
never approved the policy, and no Secretary since has adopted 2
policy on IVF. 1In the early (Footnote continued on page 10)



In 19580, a new DHEW policy required all Department-chartered
boards to expire unless their charters were renewed, Secretary
Patricia Harris, without offering any public explanation, allowed
the charter of the EAB tc expire without renewal. Without a
Board, no waivers could be granted; so fetal research above the
“minimal risk" standard was halted, unless for “therapeutic"”
interventions, by a de facto moratorium on the waiver.

The waiver provision functioned only between 1975 and 1980,
and an EAB existed to consider a waiver only between 1978 and
1980. During that time one waiver was approved in 1979 for a
project that entailed obtaining fetal blcocod samples for prenatal
diagnosis of sickle cell anemia. The project was to determine
the risk, which was presumed to be low but had not yet been
determined, of obtaining fetal blcod samples by a process known
as fetoscopy. The study involved women who had elected to under-
go abortion for reascons unrelated to the research. This waiver
was approved by Secretary Joseph Califano, an outspoken opponent
of abortion.

Since the EAB charter expired in 1980, there has been no
vehicle to permit review of fetal research proposals that would
require a waiver of the regulations, and there has been no na-
tional body to maintain the examination of ethical and scientific
considerations as intended by the National Commission for the
Protection of Human Subjects of Biomedical and Behavioral
Research.

In 1982, the NIH reauthorization bill passed in the House
with a floor amendment by Rep. William Dannemeyer (R-CA) to '"pro-
hibit research on a living human fetus or infant, whether before
or after induced abortion, unless...done for the purpose of in-
suring the survival of the fetus or infant." The Senate never
acted upon the legislation.

In 1983, when the NIH reauthorization legislation was again
introduced, Rep. Dannemeyer once more proposed his amendment,
which elicited two important letters: Mortimer Lipsett, M.D.,
Director of the National Institute for Child Health and Human
Development, responded to a request from Sen. Arlen Specter (R-
PA) for an explanation of how Rep. Dannemeyer's amendment would
affect fetal research. Dr. Lipsett explained that NIH supports a
sibstantial program of research during pregnancy which has direct

1980s, Sen. Orrin Hatch (R-UT) asked the President’s Commission
on Ethical Issues in Medicine and Biomedical and Behavioral
Research to study IVF. The Commission declined, contending that
the EAB had done a comprehensive study of IVF and that there was
no need to duplicate the Board's efforts. The Federal government
does not now fund any IVF research.



benefits for improving the health of the fetus and the infant.
He warned that, depending on the interpretation of the Dannemeyer
amendment, research could be substantially impeded. In its
broadest interpretation, he wrote, the amendment could halt "all
research throughout pregnancy and research on infants up to one
year of age...irrespective of its relation to abortion unless
undertaken to ensure the survival of that fetus or infant."

The second letter was from Sen. Jeremiah Denton (D-AL). In
response, Secretary Margaret Heckler assured him of the Federal
government’s responsible apprcach te funding fetal research: no
research was being undertaken on a living fetus ex utero after
induced abortion, and any fetus intended for abortion was not to
be treated differently from fetuses intended to be carried to
term.

In 1985, the NIH reauthorization bill, the Health Research
Extension Act, passed. It included a 3-year moratorium on the
use of the waiver provision of the fetal research regulations and
codified into Federal law a portion of the existing administra-
tive regulations on fetal research. The moratorium on the waiver
leaves current fetal research regulations intact; so fetal
research can be conducted under the "minimal risk"” standard and
for "therapeutic" interventions. The Health Research Extension
Act of 1985 created a Congressional Biomedical Ethics Board com-
posed of members of Congress and charged with examining broad
areas of protection of human subjects in biomedical research. It
included studies on the application of genetic engineering and on
the nature, advisability, and biomedical and ethical implications
of exercising the waiver provision of the fetal research
regulations.

The Congressional Board has selected twelve of its expert
advisory committee members with two remaining vacancies for the
public members. However, it has reached a political stalemate in
appointing advisory committee members, and no staff has been
hired. It is unlikely the Board will complete its studies by the
time the moratorium expires on October 31, 1988. The Board will
remain in place until further legislative action is taken.

The most recent proposed legislation on fetal research is
contained in the upcoming 1988 NIH reauthorization bill. This
legislation would prohibit research above the "minimal risk"
standard for another two to three years pending a study of the
issue by the National Academy of Sciences. The legislation would
keep the Biomedical Ethics Board intact but not require them to
do a study on fetal research.

Despite pressures for more than a decade to ban all fetal
research, regulations that permit “minimal risk" and
“therapeutic" fetal research have been established. The waiver
provision to exempt some research proposals from the restrictions
after review has remained in the regulations but has been the
subject of continuing debate. Although the regulations on fetal
research have existed for 13 years, the waiver provision has been



functional for only two of them. There has been a decline in
researchers choosing this field of study and, given the excite-
ment and promise in this field, fewer research proposals have
been submitted than would be expected. These circumstances prob-
ably have resulted from uncertainty over the funding and conduct
of fetal research. No DHHS EAB has existed since 1980, and since
1985 current law has contained a moratorium on granting waivers
from the fetal research regulations.

FETAL TISSUE RESEARCH

BENEFITS/QUTCOMES OF FETAL TISSUE RESEARCH

It is important to understand the distinction between fetal
research and the use of fetal tissue in research. As the name
implies, fetal tissue research, unlike fetal research, uses only
samples of fetal tissue. These are taken from deceased fetuses
from spontaneocus or induced abortions. Research utilizing fetal
tissue currently has two areas of medical application: develop-
ing cell lines and transplanting tissue,

Early 1in its research history, fetal tissue was used in
developing particular cell lines. A cell line is a sample of
cells that has undergone the process of adaptation to artificial
laboratory cultivation and §s capable of sustaining continuous,
long-term growth in culture. It i1s a class of cells originating
from the same parent cell; the cells are thus of identical nature
and type. Fetal cells provide special advantages as cell lines
because of their rapid growth and adaptability. The study and
culture of fetal cells dates back to the 1930s.

Cell lines prepared from human tissues are essential for the
reproduction of human viruses both for the diagnosis of disease
and in the production of human vaccines. The discovery of the
polio vaccine in the 1950s was based on cultures of human fetal
kidney cells. Fetal tissues also are used extensively in the
safety tests required for many vaccines.

A continuing supply of fetal tissue will be needed to pre-
pare and test products now under license and for new products
expected to be licensed. Technology is advancing rapidly so that
fewer original cells from fetal tissue will be needed to develop
cell lines.

Current widely publicized research with fetal tissue deals
with the transplantation of such tissue into the brains or organs

3 office of Technology Assessment. New Developments in Biotech-
nology: Ownership of Human Tissues and Cells, March, 1987.




of individuals who suffer from injuries or diseases that origi-
nate from a lack of certain cells or from the inability of cer-
tain cells to function properly. Fetal tissue has unique quali-
ties which make it superior to adult tissue for many forms of
transplantation in that it grows rapidly and is more adaptable
than adult tissue. Technology has been developed that allows
fetal cells to proliferate in the laboratory, which means that a
small amount of fetal tissue can potentially be used to treat
many patients. Such cell multiplication cannot be achieved with
most adult cell types. Additionally, although both adult and
fetal tissues contain cells that trigger immune responses,
laboratory processes can eliminate those cells from fetal tissue.
Thus, the transplantation of purified fetal cells requires
neither tissue matching nor leng-term immunosuppression as is the
case in adult tissue transplantation.

Research with animals indicates that fetal tissue has wide
treatment applications, and such animal studies have been essen-
tial to the advancement of this area of research. It 1s only
within the last fifteen years that medical technology has made it
possible to use fetal tissue for transplantation in humans, and
studies with human subjects are Just beginning. Research has
begun with Federal and other funding in the transplantation of
fetal pancreatic islet cells in patients with diabetes. Thirty
patients have had fetal islet transplants in the U.S. and thirty
in China. This research 1s still in its early stages, but pa-
tients who have undergone fetal pancreatic islet transplants have
either decreased their insulin intake or have been able to live
without insulin. Transplantation of fetal tissue nas vast treat-
ment potential benefiting fetuses, children, and adults.

In 1982, in Sweden, a team of surgeons unsuccessfully at-
tempted to transplant into the brain the recipient’s own adrenal
tissue in four patients with Parkinson’s Disease. The hypothesis
was that since Parkinson’s Disease is caused by a deficiency in
dopamine and since the adrenal gland produces dopamine, a trans-
fer of tissue from the adrenal gland to the brain may initiate
the production of dopamine. 1In 1986, Mexican surgeons success-
fully tried a modified version of the Swedish technique, and the
patients’ conditions improved. The Chinese have performed suc-
cessful autologous adrenal transplants in five patients. Autolo-
gous adrenal transplants in humans also have been performed in
the United States.

Both the Mexican and Chinese physicians have had better
results with younger patients. Animal studies in the U.S. indi-
cate that adrenal cells are not very effective in the long run.
Part of the difficulty in using adrenal tissue 1is that the pa-
tient must go through two surgeries, one to retrieve the adrenal
tissue and a second to transplant the tissue. Animal studies
have shown that tissue transplanted from the brains of animal
fetuses into animals of their same species is more effective.

Researchers have been investigating fetal tissue for use in
blood diseases and radiation poisoning. In 1986, Robert Gale,

= 10 =



M.D., of UCLA and three colleagues flew to the Soviet Union in an
attempt to save radiation victims following the Chernobyl disas-
ter. They tried to transplant liver cells from deceased fetuses
to regenerate bone marrow. They used fetal liver cells because
in the early human embryo the liver 1is the major producer of
blood cells, and transplantation of fetal tissue could provide
the radiation patient with the necessary blood-forming tissue.
The success of the technique is not known because all the pa-
tients died from radiation-induced burns.

Such research and current animal studies provide evidence
that cells taken from deceased fetuses may have applications for
treating fatal blocod diseases such as sickle cell anemia,
thalassemia, severe combined immunodeficiency, and other in-
herited blocd disorders. Cells from animal fetal 1livers have
been transplanted successfully into sheep fetuses. Other ap-
plications for fetal liver cells may be in treatment of childhood
and adult diseases such as aplastic anemia, leukemia, and radia-
tion poisoning. Transplantation of fetal cells may become the
preferred treatment for blood diseases because bone marrow trans-
plants commonly engender rejection.

In current animal studies, researchers are investigating
other possible uses of fetal tissue. They are studying treatment
of spinal cord injuries by using fetal tissue for nerve regenera-
tion and are attempting repair of damaged optic nerves, which
normally cannot regenerate. Parkinson’s disease, Alzheimer’s
disease, Huntington’s chorea, diabetes, a wide range of neu-
rological diseases and injuries, and blood-related diseases are
the subject of fetal tissue research. Other applications for
fetal tissue may be in the treatment of epllepsy, stroke, and
certain learning disabilities. Fetal tissue also is being used
in research on cancer, AIDS, and pulmonary, kidney, eye, and den-
tal diseases.

LEGISLATIVE/REGULATORY HISTORY OF FETAL TISSUE RESEARCH

Federal regulations state that activities invelving

mascerated fetal material or cells, tissue
or organs excised from a dead fetus shall
be conducted only in accordance with any
applicable state or local laws regarding
such activities.

Two other stipulations from Federal regulations covering
fetal research also apply to research using fetal tissue: the
researcher may not be involved in the timing, method, and pro-
cedures used to terminate the pregnancy or in determining the
viability of the fetus at the termination of pregnancy, and no
inducements, monetary or otherwise, may be offered to the mother
to terminate pregnancy for purposes of performing research.
These stipulations represent the only instances in which the reg-
ulations regarding fetal research and use of fetal tissue in
research overlap in these two otherwise distinct areas.
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Between 1969 and 1973, all 50 states adopted the Uniform
Anatomical Gift Act (UAGA) which authorizes "the gift of all or
part of a human body after death for specifled purposes.”u This
Act allows tissue from dead fetuses to be used for research or
for therapeutic purposes. Tissue retrieved from fetuses for
research is obtained from dead fetuses ex utero.

Research using fetal tissue follows the scientific tradition
of medical inquiry and of the study of human pathology as in the
long-standing practice of autopsy. The acceptance of this well-
established practice is reflected in the adoption of the UAGA by
all 50 states.

The requirement of the Federal regulations is satisfied when
fetal remains are donated for research purposes in accordance
with the applicable state UAGA (and when the remains are not sub-
jeet to more restrictive state laws) and when the two stipula-
tions of the Federal regulations as indicated above are ful-
filled. Depending on the particular state restrictions
for the disposition of fetal tissue, state UAGAs specify the re-
quirements for maternal consent,.

Many state laws on abortion were invalidated by the 1973 Roe
v. Wade decision. However, those sections of state abortion laws
that included language on the disposition of fetal remains were
not necessarily invalidated. Although the UAGA recommended that
the term "decedent" be defined to include stillborn infants and
dead fetuses, this definition was omitted in the acts as passed
by some states.

A number of states require that donations and transactions
involving human remains be performed as "services" rather than as
“sales." Furthermore, the National Organ Transplant Act (P.L.
98-507) prohibits the sale of human organs (kidney, liver, heart,
lung, pancreas, bone marrow, cornea, eye, bone, and skin) Fetal
tissue and products such as blood and sperm can be sold5 except
in states that specifically have prohibited such sales.

Y The UAGA was revised in August 1987 by the National Commis-
sioners on Uniform State Laws. Each state is reviewing the re-
vised UAGA and will decide whether to adopt it. At present, no
state has adopted the revised UAGA.

5 Reimbursements ("reascnable payments") are permitted for the
removal, transportation, implantation, processing, preservation,
quality control, and storage of a human organ or the expenses of
travel, housing, and lost wages incurred by the donor of a human
organ in connection with the donation of the organ.
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The use of fetal tissue in research is gaining public atten-
tion. As the media highlight ongoing advancements and ethical
concerns, it is likely that debate may increase. Two proposals
have emerged in 1987 on the regulation of fetal tissue: Jeremy
Rifkin, Director, Foundation for Economic Trends, has petitioned
the Secretary of DHHS to prohibit the sale of fetal tissue by
including fetal tissue as a "human organ" under the National Or-
gan Transplant Act. Sen. Gordon Humphrey (R-NH), along with 23
legislators, also has requested the Secretary to include fetal
tissue as an organ under the Act. In another initiative, Mr.
Rifkin recently filed a petition with the Secretary against the
transport of dead fetal remains across state lines. DHHS has
asked Mr. Rifkin to document any abuses, but he has been unable
to provide any evidence of wrongdoing. Rep. Robert Dornan (R-CA)
introduced legislation, also in 1987, that would authorize DHHS
to regulate the interstate transport and storage of fetal tissue,.

The most recent development on the use of fetal tissue has
come from DHHS. On March 22, 1988, Robert Windom, M.D., DHHS
Assistant Secretary for Health, prohibited NIH from conducting
intramural research on the transplantation of fetal tissue from
induced abortions until after a special outside advisory commit-
tee, to be appointed by NIH director, James Wyngaarden, M.D., can
examine the ethical and legal issues involved. The first meeting
of the committee, which has not yet been appointed, will convene
in July 1988.
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FETAL RESEARCH AND
FETAL TISSUE RESEARCH
QUESTIONS AND ANSWERS

This section provides answers to questions most commonly asked
about fetal research and fetal tissue research.

FETAL RESEARCH

WHAT IS FETAL RESEARCH?

The term is generally used to describe research performed on
a living, intact fetus inside the uterus, although it is legal to
perform research outside the uterus. Fetal research is different
from fetal tissue research, which is research using tissue ob-
tained from dead fetuses. Research may invade or intrude upon
the fetus as occurs in fetal surgery to save an endangered 1life.
Other research may be external, for example, observing a fetus or
performing a sonogram.

WHAT IS THE "MINIMAL RISK" STANDARD AS SPECIFIED IN THE FEDERAL
REGULATIONS?

Federal regulations state that fetal research can be per-
formed under the "minimal risk" standard or for '"therapeutic"”
actions that directly benefit the fetus, particularly in the case
of a diseased, malformed, or near dead fetus. The “minimal risk"
standard states that

the risks of harm anticipated in the proposed research
are not greater, considering probability and magnitude,
than those ordinarily encountered in daily life or
during the performance of routine physical or psy-
chological examinations or tests.

This standard allows the researcher to observe the fetus, to
perform other noninvasive procedures, or te perform a simple
blood test.

Under this standard no research of undetermined risk can be
performed because it may prove to exceed the "minimal risk"
threshold. Any new area of fetal research would exceed the
threshold because there would be no prior research on which to
make a Judgment of risk. Animal studies can document risk; but,
animals often provide insufficient models to determine the risk
of experiments on humans. Therefore, until proven otherwise, all
nontherapeutic research must be presumed to exceed the "minimal
risk" standard.
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WHERE ARE THE REGULATIONS GOVERNING FETAL RESEARCH CONTAINED?

The regulations can be found in the Code of Federal Regula-
tions - 45 CPR U46 Subpart B - Sections U46.201 - 46.211. These
regulations, which have been in effect since 1975, are based on
the recommendations of the National Commission for the Protection
of Human Subjects in Biomedical and Behavioral Research es-
tablished by the National Research Act of 1974 (P.L. 93-3u48).
The legislation containing the moratorium on the waiver of the
regulations can be found in the Health Research Extension Act
(P.L. 99-158) of 1985, Sec. 498.

WHAT SPECIFIC AREAS OF HEALTH CARE OR TREATMENT HAVE BENEFITED
FROM FETAL RESEARCH?

o Development of the rubella (German measles)
vaccine;

o Development of amniocentesis, a procedure to
retrieve fluid from the amniotiec sac to obtain in-
formation about possible chromosomal abnormalities
and about the sex of the fetus; '

o} Detection, management, and prevention of Rh blood
group incompatibility;

o Detection of at least 30 chromosomal and metabolic
disorders, and other birth defects including
Down'’s syndrome, cystic fibrosis, and Tay-Sachs
disease;

o] Assessment of fetal lung maturity to understand and
treat respiratory distress syndrome;

o Prevention and treatment of prematurity through
fetal monitoring techniques and intensive hospital
care of newborns;

o Evaluation of the health of the fetus by measure-
ments of hormone levels in the mother’s blood or
urine;

o Development of new agents to prevent long and
dangerous labor;

o Development of new anesthesia techniques leading to
safer deliveries;

o Development of treatment advances for preeclampsia,
a potentially fatal condition of late pregnancy
arising from severe hypertension;

o Development of new treatments to reduce the risks
of pregnancy for women with heart or metabolic
disease;



o} Evaluation of timing of delivery and use of an-
tibiotics to treat premature rupture of amniotic
sac membranes,;

¢ Development of fetal surgery techniques tc diagnose
and treat hydrocephalus (a buildup of fluid in the
brain) and urinary tract obstructions in the fetus;

o Development of chorionic villus sampling, a tech-
nique for diagnesing in the fetus a brocad array of
diseases and abnormalities.

WHAT ROLE HAVE ANIMAL STUDIES PLAYED IN ADVANCING FETAL RESEARCH?

Animal studies have been essential to the advancement of
fetal research. Initial studies on animals have allowed risk to
be determined so that procedures or treatments can be used on
human beings. Drug and vaccine studies and procedures such as
amnioccentesis are tesated on animals prior to any experiments on
humans. Animal studies often have enabled researchers to comply
with the "minimal risk"” standard by first determining the risk
through research on animals. However, animals frequently provide
insufficient models to determine risk. The regulations also
stipulate that appropriate studies must be conducted on animals
and nonpregnant women before they are performed on pregnant

' women.

WHAT IS THE ADVANTAGE OF PERFORMING RESEARCH ON FETUSES?

Although animal models have been instrumental in fetal
research, {requently no alternative exists to human fetal ex-
perimentation. For example, no models exist for most human
genetic and metabolic disorders, and at present, research on fe-
tuses provides the only hope of understanding both normal and
abnormal development. Most diseases of the newborn, many com-
plications of delivery, and many diseases and disorders that
emerge throughout an individual’s 1life begin during fetal
development. Without fetal research, it would be impossible to
develop techniques to diagnose and treat these problems prior to
birth. Fetal research has produced medical benefits not only for
fetuses but also for infants, children, and adults.

WHAT DO THE REGULATIONS ON FETAL RESEARCH SAY ABOUT ABORTION
PROCEDURES?

Under the section on general 1limitations (DHHS 45 CFR
46.207), the regulations state that

Individuals engaged in the activity (fetal research)
will have no part in: (1) Any decisions as to the
timing, method, and procedures used to terminate the
pregnancy, and (ii) determining the viability of the
fetus at the termination of the pregnancy;
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The regulations also state that "No inducements, monetary or
otherwise, may be offered to terminate pregnancy for purposes of
the activity."

These provisions are designed to legally separate fetal
research and individuals who perform it from any relationship to
or decisions about termination of pregnancy. These provisions
respond to concerns that researchers might manipulate patient
care to obtain research results. They provide appropriate pro-
tections to guard against such an occurrence.

The regulations also state that

No procedural changes which may cause greater than
minimal risk to the fetus or the pregnant woman will be
introduced intc the procedure for terminating the preg-
nancy solely in the interest of the activity.

This means that fetuses intended for abortion are not to be
treated any differently from or exposed to any greater risk than
fetuses intended to be carried to term. The respect for the fe-
tus, regardless of its fate, 1is also reflected in the fact that
the regulations apply to all fetuses with no distinctions between
those intended to be carried to term and those intended to be
aborted.

WHAT IS THE "WAIVER" AS IT PERTAINS TO FETAL RESEARCH?

Federal regulations state that research can be performed on
fetuses only under the "minimal risk" standard or for
"therapeutic" actions to help an endangered fetus.

When exercised, the waiver provision permits the regulations
to be set aside or modified for particular research projects that
exceed the "minimal risk" threshold and are not performed for
treatment purposes. The regulatory restrictions can be lifted on
a project-by-project basis after review and recommendation by an
Ethical Advisory Board (EAB) of DHHS and approval by the Secre-
tary of DHHS.

The regulations (DHHS 45 CFR 46.211) state that the Secre-
tary may walve specific requirements of the fetal research reg-
ulations with the approval of the EAB after an opportunity for
public comment. The Secretary will consider whether the risks to
the subject are so outweighed by the sum of the benefit to the
subject and the importance of the knowledge to be gained as to
warrant a waiver and that such benefits cannot be gained except
through a waiver. Any waiver will be published as a notice in
the Federal Register.

The Health Research Extension Act of 1985 has placed a
moratorium on use of the waiver provision. This means that no
research can be conducted if it is not known to be "minimal risk"
{(or undetermined risk, which may exceed the "minimal risk"
threshold) or intended to provide treatment until the moratorium
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expires on October 31, 1988. Under the upcoming 1988 NIH reau-
thorization bill, further legislative action that would continue
to restrict fetal research is likely.

WHAT IS THE CONGRESSIONAL BIOETHICS BCOARD?

The Congressional Bicethics Board was created by the Health
Research Extension Act of 1985 as a bipartisan Congressional sup-
port agency composed of 12 members of Congress. Its broad pur-
pose is to study ethical issues arising from the delivery of
health care and from biomedical and behavioral research; the pro-
tection of human subjects of such research; and developments in
activities that have implications for human genetic engineering
such as recombinant DNA technology.

Under this broad mandate, one study is to investigate the
"nature, advisibility, and biomedical and ethical implications of
exercising any waiver of the risk standard within the regulations
on fetal research."”

To conduct its studies, the Board 1is to appoint a li-member
Biomedical Ethics Advisory Committee. Twelve of this Committee’s
expert members have been selected, but none has been officially
appeinted. Two vacancies remain for representatives of the
publie, and no staff has been hired. It appears unlikely that
the Board will report back to Congress by its deadline, October
31, 1988. The Board will remain in place until further legisla-
tive action is taken. i

Pending a report to Congress by the Board, a 3-year
moratorium has been placed on use of the waiver provision of the
fetal research regulations. This means that no fetal research
above the "minimal risk" standard can be conducted unless it is
for treatment.

The 12 Congressional members of the Board are

Senate Members House Members
Albert Gore (D-TN), Vice Chair Willis Gradison (R-0H), Chair
Dale Bumpers (D-AK) Thomas Bliley (R-VA)
David Durenberger (R-MN) Thomas Luken (D-0H)
Gordon Humphrey (R-NH) J. Roy Rowland (D-GA)
Edward Kennedy (D-MA) Thomas Tauke (R-IA)
Lowell Weicker (R-CT) Henry Waxman (D-CA)
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FETAL TISSUE RESEARCH

WHAT IS FETAL TISSUE RESEARCH?

Research with fetal tissue uses tissue from dead fetuses
obtained from spontanecus and induced abortions. This tissue is
particularly useful in development of cell cultures and cell
lines. A cell line is a sample of cells that can continue to
grow in the laboratory. Cell lines prepared from human tissur
are essential for growing human viruses in the laboratory, for
the detection and study of viral diseases, and for the production
of vaccines to prevent disease. Fetal cells have special ad-
vantages for developing cell lines because they grow rapidly and
adapt well to artificial laboratory conditions.

Recent advances in the use of fetal tissue involve its
transplantation into persons with a varliety of diseases to cure
or ameliorate their condition.

WHERE ARE THE REGULATIONS GOVERNING THE USE OF FETAL TISSUE IN
RESEARCH?

Within the Code of Federal Regulation, under 45 CPR 46, sec-
tion U6.210 - "Activities involving the dead fetus, [fetal
material, or the placenta" states that

mascerated fetal material, or cells, tissues, or organs
excised from a dead fetus shall be conducted only in
accordance with any applicable state or local laws
regarding such activities.

The legislation on fetal tissue, adopted by all 50 states,
is the Uniform Anatomical Gift Act (UAGA). The UAGA reflects the
well-established scientific tradition of medical inquiry and
study of human pathology.

WHAT SPECIFIC AREAS OF HEALTH CARE OR TREATMENT HAVE BENEFITED
FROM RESEARCH USING FETAL TISSUE?

o Development of a vaccine for polio;

o Demonstration of the relative usefulness of
various drugs in the treatment of intrauterine
infections, particularly syphilis;

o Detection by amniotic studies of abnormal
processes during pregnancy,

o Study of certain types of cancerous cells,
degenerative diseases, and birth defects;
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o Study of the reasons for rejection of trans-
planted kidneys and livers in adults;

o Development of experimental techniques to trans-
plant fetal tissue into the brains or other organs
of fetuses, children, and adults to treat
Parkinson’s disease, Alzheimer’'s disease,
Huntington’s chorea, radiation poiscning,
aplastic anemia, leukemia, thalassemia, combined
immunodeficiency disease, epilepsy, stroke, optic
nerve damage, diabetes, spinal cord nerve in-
juries, and a growing list of other conditions.

WHAT IS THE ADVANTAGE OF THE THERAPEUTIC USE OF FETAL TISSUE?

Fetal tissue has unique gqualities which make it superior to
adult tissue for many forms of transplantation in that it grows
rapidly and 1is more adaptable than adult tissue. Technology has
been developed that allows fetal cells to be proliferated in the
laboratory, which means that a small amount of fetal tissue can
potentially be used to treat many patients. Such cell multi-
plication cannot be achleved with most adult cell types. Addi-
tionally, although both adult and fetal tissues contain cells
that trigger immune responses, laboratory processes can eliminate
those cells from fetal tissue. Thus, the transplantation of
purified fetal cells will require neither tissue matching nor
long-term immunosuppression as is the case 1in adult ¢tissue
transplantation.
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CHRONOLOGY OF FETAL RESEARCH AND FETAL TISSUE RESEARCH

Early-Mid 1960s

1968

1969 - 1973

1371

1972

1973

1973

1973

1974

NIH study group issues guidelines
on the protection of human subjects
in research.

Sen. Walter Mondale (D-MN) holds
hearings on the protection of human
subjects in research and proposes
establishment of a National Commis-
sion on Health Science and Society.

All 50 states adopt the Uniform
Anatomical Gift Act.

NIH establishes study group to ex-
amine the adequacy of the DHEW
guidelines for .the protection of
human subjects.

U.S. Public Health Service study of
of the long-term effects of syphi-
1is in 400 black men in Tuskegee,

'Alabama, 1s exposed. DHEW es-
'tablishes a group to investigate

the experiment and report to

Congress.

Sen. Edward Kennedy (D-MA) begins a
series of hearings on the protec-
tion of human subjects in research.

Supreme Court issues Roe v. Wade
declision te¢ legalize abortion and
overturns state abortion legisla-
tion that often covered fetal
research. In response, many states
propose legislation to ban fetal
research,.

Many bills introduced in Congress
on biomedical research. Rep. Ange-
lo Roncallo (R-NY) and Sen. James
Buckley (R-NY) offer amendments to
ban research on a fetus, ex utero,
with a beating heart.

Naticnal Research Act (P.L. 93-3?5)
establishes the Natlional Commission
for the Protection of Human Sub-
jects of Biomedical and Behavicral
Research.

- i =



December 1974 - April 1975

May 1975

July 1975

1978

1979

1980
1982

1982

1983

1983

Fetal research is prohibited before
or after induced abortion unless
for the purpose of survival of the
fetus.

National Commission for the Protec-
tion of Human Subjects of Biomedi-
cal and Behavioral Research reports
to Congress with recommendations on
the establishment of regulations on
fetal research.

DHEW 1issues regulations on fetal
research based on the National Com-
mission’s report.

The first Ethical Advisory Board
(EAB) of DHEW is convened.

A waiver of the fetal research reg-
ulations is approved for a project
to obtain fetal blood samples for
research on sickle cell anemia.

The charter of the EAB expires.

Swedish team of surgeons unsuccess-
fully attempt transplantation of
autologous adrenal tissue in pa-
tients with Parkinson’s Disease.

Rep. William Dannemeyer (R-CA) pro-
poses amendment to the NIH reau-
thorization bill to prohibit
research on a 1living human fetus
unless for ensuring the survival of
the fetus.

NICHD Director Mortimer Lippsett,
M.D., and DHHS Secretary Margaret
Heckler respond to inquiries
regarding the Dannemeyer Amendment
by defending fetal research.

DHHS 1issues regulations on the u:se
of children in research based c¢n
the National Commission’s report of
1975.

- 22 -



1985

1986

1986

August 1987

March 1988

Spring 1988

NIH reauthorization bill places a
3-year moratorium on fetal research
above the "minimal risk" standard
and establishes the Congressional
Bicethics Board to study the na-
ture, advisability, and biomedical
and ethical implications of exer-
cising the waiver provision of the
fetal research regulations.

Mexican surgeons succeed with a
modified version of the Swedish
technique of transplanting in a
reciplient’s brain his own adrenal
tissue. U.S. follows by attempting
such treatment.

Robert Gale, M.D., and colleagues
attempt to save radiation victims
following the Chernobyl disaster by
transplanting liver cells from de-
ceased fetuses. All the patients
die of radiation burns.

National Commissioners on Uniform
State Laws revise the Uniform Ana-
tomical Gift Act. States will re-
view and decide whether to adopt
revised Act,.

NIH Director ' James Wyngaarden,
M.D., requests approval of research
calling for the implantation of
human neural tissue into Parkin-
son’s patients. DHHS Assistant
Secretary for Health, Robert Win-
dom, M.D., denies the request and
asks Wyngaarden to establish an
cutside advisory committee to ex-
amine the desirability of the use
of fetal tissue in research.

Proposed legislation within the
1988 NIH reauthorization bill pro-
hibits research above the minimal
risk standard for two to three more
years pending a study by the Na-
tional Academy of Sciences.
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GLOSSARY

“Commission" or "National Commission” - National Commission for
the Protection of Human Subjects in Biomedical and Behavioral
Research

The National Research Act (P.L. 93-348) of 1974 established
the National Commission for the Protection of Human Subjects or
Biomedical and Behavioral Research and among 1its mandates gave
the National Commission a charge to investigate and study
research involving the living fetus and to recommend whether and
under what circumstances such research should be conducted or
supported by DHEW. Based on recommendations made by the Commis-
sion in May 1975, DHEW issued regulations on fetal research in
August 1975.

"EAB" - Ethical Advisory Board

Under the fetal research regulations, one or more Ethical
Advisory Boards are to be established by the Secretary of DHHS.
The function of the EAB 1s to review any waiver submissions for
fetal research proposals that may exceed the "minimal risk" stan-
dard and to make recommendations to the Secretary for the proj-
ects’ approval or disapproval. An EAB was chartered in 1977,
convened in 1978, and functioned only until 1380 when the charter
expired. One waiver was granted in 1979.

“President’s Commission" - President’s Commission for the Study
of Ethical Problems in Medicine and Biomedical and Behavioral
Research -

In November 1978, Congress authorized the creation of a
Presidential commission with continuing responsibility to study
and report on the ethical and legal implications of a number of
issuyes in medicine and research. The Commission ccomprises dis-
tinguished-  individuals in biomedical or behavioral research, in
the practice of medicine or health care, in one or more fields of
ethics, theology, law, the natural sciences, the social sciences,
the humanities, health administration, government, and public
affairs. It expired on March 31, 1983.

The President’s Commission conducted studies of health care
on the definition of death, informed consent, genetic screening
and counseling, differences in the availability of health care,
life-sustaining treatment, and privacy and confidentiality. It
conducted studies of biomedical and behavioral research on
genetic engineering, compensation for injured subjects, and
whistleblowing in research. Two additional studies were conduct-
ed on the adequacy, uniformity, and implementation of the Federal
rules on research subjects.

= -



“Board"” -~ Biomedical Ethics Board

Established by statute in the Health Research Act of 1985
(P.L. 99-158), the Biomedical Ethics Board is a nonpartisan Con-
gressional support agency consisting of six members each of the
Senate and the House. Under the Board’s broad mandate to study
ethical issues arising from delivery of care and from biomedical
and behavioral research, one study is to be on the "nature, ad-
visability, and biomedical and ethical implications of exercising
any waiver of the risk standard within the regulations on fetal
research." No studies to be accomplished under the Board’s
charter have been initjiated yet. The Board will remain in place
until further legislative action is taken.

“"Committee'" - Biomedical Ethics Advisory Committee

The Biomedical Ethics Board is to appoint a l4-member Bio-
medical Ethics Advisory Committee to conduct its studles. This
committee is to be composed of distinguished members in biomedi-
cal or behavioral research, in the practice of medicine or health
care, in ethics, theology, law, the natural sciences, the humani-
ties, health administration, government, or public affairs, and
of the public. Twelve expert members have been selected; two
vacancies remain for the public members.
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APPENDIX A

Depariment of Health And Human Sarvices

B—Additienel Protections
ning teo Resoorch, Develop-
end Related Activities In-
v Fetuses, Prognant Women,
end Humen In Viire Fortilizetion

Souercx 40 FR 33828, Aug. 8, 1975, unless
otherwise notad.

§ 48201 Applicability.

() The regulations in this subpart
are appiicable to all Department of
Health and Human Services granta
and contracts supporting research, de-
velopment, and related activities In-
volving: (1) The fetus, (2) pregnant
women, and (3) human in vifro {ertil-
{zation.-

(b) Nothing in this subpart shall be
construed ms Indicating that compli-
ance with the procedures set forth
herein will In any way render inappli-
cable pertinent State or local laws
bearing upon actlvities covered by this
subpart.

(¢) The requirements of this subpart
are in addition to those imposed under
the other subparts of this part.

844262 Purpose.

It I3 the purpose of this subpart to
provide additional safeguarda in re-
viewing activities to which this sub-
part is applicable to assure that they
conform to appropriate ethical stand-

i

i

;

§ 46.203

ards and relale Lo imporilainl socletal
needas.

§ 46.263 Deflnitions.

Az used In this subpart;

(n) “Secretary’” means the Secretary
of Health and Human Services and
any other officer or employee of the
Department of Health and Human
Services Lo whom authority has been
delegated.

(b} “Pregnancy” encompasses the
period of time from conflrmation of
Implantation (through any of the pre-
sumptive gigna of pregnancy, such as
missed mensea, or by a medically ac-
ceptable pregnancy test), until expul-
sion or extraction of the {etus.

(¢) “Fetus” means the product of
conception from the time of implanta-
tion (as evidenced by any of the pre-
sumptive signa of pregnancy, such as
missed menses, or a medically accepta-
ble pregnancy test), until a determina-
tion Is made, {ollowing expulsion or
extraction of the fetus, that It Is
viable.

{d) “Viable” as it pertalns to the
fetus means being able, after either
spontaneous or Induced delivery, to
survive (given the benefit of available
medical therapy) to the point of inde-
pendently maintaining heart beat and
respiration. The SBecretary may from
time to time, taking into account medl-
cal advances, publish in the FroemaL
ReoistEm guldelines to essist In deter-
mining whether a fetus iz viable for
purposes of this subpert. If a fetus is
viable after delivery, It is a premature
infant.

(e) “Nonviable fetus” mesans a [etus
er utero which, although living, ls not
viable.

(f) “Dead fetus” means a fetus er
ulero which exhibits neither heart-
beat, spontaneous respirntory activity,
spontaneous movement of voluntary
muscles, nor pulsation of the umbilical
cord (if still attached).

(g) "In vilro [ertilization” means
any fertilization of human ova which
occurs outstde the body of a [emale,
either through admixture of donor
human sperm and ova or by any other
meanas.

{40 FR 13528, Aug. 8, 1975, as amended at 43
FR 1759. Jan. 11, 1978)
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§ 46304 Ethical Advisory Boards.

(a) One or more Ethical Advisory
Boards shall be establizshed by the Sec-
retary. Members of these board(s)
shall be 30 selected that the board(s)
will be compelent to deal with medl!-
cal, legal, social, ethical, and related
|ssues and may include, for example,
research scientists, physicians, pay-
chologists, sociologists, educators, law-
yers, and ethicista, as well as repre-
sentatives of the general public. No
board member may be s regular, full-
time employee of the Department of
Hesalth and Human Bervices.

{(b) At the request of the Secretary,
the Ethical Advisory Board shall
render advice consistent with the poll-
cles and requirements of thia part as
to ethical lssues, Involving activities
covered by this subpart, raised by indi-
vidual applications or proposals. In ad-
dition. upon request by the Becretary,
the Board shall render advice as to
classes of applications or proposals
and general policies, guidelines, and
procedures.

(¢) A Board may establish, with the
approval of the Secretary, classes of
applications or proposals which: (1)
Must be submitted to the Board, or (2)
need not be submitted to the Board.
Where the Board 3o establishes a class
of applications or proposals which
must be submitted, no spplication or
proposal within the c¢lazss may be
funded by the Department or any
component thereof until the applica-
tion or proposal has been reviewed by
the Board and the Board has rendered
advice as to Its acceptability {rom an
ethicad standpoint.

(d) No epplication or proposal In-
volving human in pitro fertilization
may be funded by the Department or
any component thereof until the ap-
plication or proposal has been re-
viewed by the Ethical Advisory Board
and the Board has rendered advice ns
to ita acceptability from an ethical
standpoint.

(40 FR 33528. Aug. 8, 1975. a3 amended at 43
FR 1780, Jan. 11, 1978)

45 CFR Subtitie A (10-1-86 Editien)

8 46.206 Additional duties of the Insuity-
tional Review Boards in coaneclion
with activitles involving fetuses, preg-
nant women, or human in vitro fertil-
ization.

(a) In addition to the responsibilities
prescribed for Institutional Review
Boards under Subpart A of this part,
the applicant's or offeror's Board
shall, with respect to activities covered
by this subpart, carry out the follow-
ing additional duties:

(1) Determine that all aspecta of the
activity meet the requirements of this
subpart,;

(2) Determine that adequate conaid.
eration hes been given to the manner
in which potential subjects will be pe-
lected, and adequate provision has
been made by the applicant or offeror
for monitoring the actual Informed
consent process (e.g., through such
mechanisms, when appropriate, as par-
ticipation by the Institutional Review
Board or subject advocates in: (1)
Overseeing the actual process by
which individual consents required by
this subpart are secured either by ap-
proving Induction of each individual
into the activity or verifylng, perhape
through eampling, that epproved pro-
cedures for induction of Individuals
into the aetivity are being followed,
and (if) monitoring the progress of the
activity and Intervening as necessary
through such steps as visits to the ac-
tlvity site and continuing evaluation to
determine if any unanticipated risks
have arisen);

(3) Carry out such other responsibil-
ties a» may be nssigned by the Secre-
wy.

(b) No award may be lssued until the
applicant or offeror hes certifled to
the Secretary that the Institutional
Review Board has made the determi-
nations required under parsgraph (a)
of this section and the Secretary has
approved these determinations, as pro-
vided In § 46.120 of Subpart A of thia
part.

{c) Applicants or offerors seeking
support for activitles covered by this
subpart must provide for the designa-
tion of an Institutional Review Board,
subject to approval by the Secretary,
where no such Board has been estab-
lished under Subpart A of this part,
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{40 PR 33828, Aug. 8, 1975, as amended at 46
FR 8384, Jan. 18, |881]

§ 46.208 Genernl limitationa.

(a) No activity to which this subpart
is applicable may be undertaken
unless:

(1) Appropriate studies on animals
and nonpregnant indlviduals have
been completed;

(2) Except where the purpose of the
activity la to meet the health needs of
the mother or the particular fetus, the
risk to the fetus s minimal and. in all
ceses, s the least possible risk for
aechieving the oblectives of the activi-

ty.

{3) Individuals engaged In the activi.
ty will have no part In: (1) Any deci-
siona as to the timing, method, and
procedures used to terminate the preg-
nancy, and (if) determining the viabili-
ty of the fetus st the termination of
the pregnancy; and

(4) No procedural changes which
may cause greater than minimal risk
to the fetus or the pregnant woman
will ba introduced Into the procedure
for terminating the pregnancy solely
in the interest of the activity.

{h) No Inducements, moneiary or
otherwise, may be offered to termi-
nate pregnancy for purposes of the ac-
tivity.

[40 FR 33828, Aug. 8, 1078, as amended at &40
FR 51638, Nov. @, 1978)

0 40207 Activitles directed toward preg-
nant women 23 sabjecta,

(a) No pregnant woman may be In-
volved a3 2 subject in an activity cov-
ered by this subpart unless: (1) The
purpose of the ectivity is to meet the
health needs of the mother and the
fetus will be placed at rick only to the
minimum extent necessary to meet
such needs, or (2) the riak to the fetus
ls minimal,

(b) An activity permitted under
paragraph (2) of this section may be
conducted only U the mother and
father are legally competent and have
given their informed consent after
having been fully informed

poszible lmpect on the fetus, except
that the father's informed consent
need not be secured if: (1) The pur-
pose of the ectivity is to meet the
health needs of the mother; (2) his

§ 44.209

identity or whereabouts cannot rea-
sonably be ascertalned; (3) he is not
reasonably available; or (4) the preg-
nancy resulted from rape.

§ 46268 Activitles directed townrd fetunes
in wizre as subjecta.

{(a) No fetus im ulero may be In-
volved as a subject in any activity cov-
ered by this subpart unless: (1) The
purpose of the activity s to meet the
health needs of the particular fetus
and the fetus will be pleced at risk
only to the minimum extent necessary
to meet such needs, or (2) the risk to
the fetus imposed by the reeenrch ia
minimal and the purpose of the activl-
ty is the development of important
biomedical knowledge which cannot be
obtalned by other meana.

(b) An ectlvity permitted under
paragraph (a) of this pection may be
conducted only if the mother and
father are legally competent and have
given their {nformed consent, except
that the Iather’s consent need not be
secured if; (1) His identity or where-
abouta cannot ressonably be ascer-
tained, (2) he is not ressonably avall-
eble, or (3) the pregnancy resulted
from rape.

§ 44.260 Activities direcied toward fetuees
ex utere, ineleding noavioble felmses,
es subjortn,

{a) Until it hsa been ascertalned
whether or not a fetus ex utero la
viable, a fetus ex utero may not be In-
volved ms a subject in an actlvity cov-
ered by this subpart unlesa:

(1) There will be no added risk to
the fetus resulting from the activity,
and the purpose of the activity la the
development of important blomedical
knowledgse which cannot be obtained
by other means, or

{2) The purpose of the ectlvity ls to
enhance the posaibility of survival of
the particular fetua to the point of via-
bility.

(b) No nonvieble fetus may be in-
volved ns s subject In an activity cov-
ered by this gubpart uniesx:

(1) Vital functions of the fetus will
not be artificially maintained,

(2) Experimental actlvities which of
themselves would terminate the heart-
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beat or respiration of the fetus will
not be employed, and

(3) The purpose of the actlvity is the
development of important biomedical
knowledge which cannot be obtained
by other mears.

(¢) In the event the fetus exr utero ls
found to be viable, it may be included
as a subject (n the activity only to the
extent permltted by and In accordance
with the requirements of other sub-
parts of this part.

(d) An activity permitted under
paragraph (a) or (b) of this section
may be conducted only if the mother
and father are legnlly competent and
have given their Informed consent,
except that the father’s informed con-
sent need not be secured If: (1) His
identity or whereabouts cannot rea-
sonably be ascertained, (2) he is not
reasonably available, or (3) the preg-
nancy resulted from rape.

(40 FR 33528, Aug. 8, 1975, as amended at 43
FR 1789, Jan. 11, 1978)

§46.210 Activitiea Involving the dead
fetna, fetal material, or the placenta

Actlvities involving the dead fetus,
mascerated fetal material, or cells,
tizssue, or organs excised from a dead
fetus shall be conducted only (n ac-
cordance with any applicable State or
local laws regarding such activities.

§46.211 Modiflcation or waiver of specific
requirements.

Upon the request of an applicant or
offeror (with the approval of its Insti.
tutional Review Board), the Secretary
may modify or walve specific require.
ments of this subpart, with the ap-
proval of the Ethical Advisory Board
after such opportunity for public com-
ment as the Ethical Advisory Board
considers appropriate in the particular
instance. In making such decisions,
the Becretary will consider whether
the risks to the subject are so out-
weighed by the sum of the benefit to
the subject and the importance of the
knowledge to be galned as to warrant
such meodification or walver and that
such benefits cannot be gained except
through a modification or waiver. Any
such modifications or walvers will be
published a8 notices in the Frommar
REGISTER.

_30..
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APPENDIX B

UNIFORM ANATOMICAL GIFT ACT

An act authorizing the gift of all or part of a human body
after death for specified purposes.

SECTION 1. ({(Definitions.)

(a) "Bank or storage facility" means a facility licensed, ac-
credited or approved under the laws of any state for storage of
human bodies or parts thereof,.

{b) "Decedent" means a deceased individual and includes a still-
born infant or fetus.

(¢) "Donor" means an individual who makes a gift of all or part
of his body.

(d) '"Hospital" means a hospital licensed, accredited or approved
under the laws of any state and includes a hospital operated by
the United States government, a state, or a subdivision thereof,
although not required to be licensed under state laws.

(e) "Part" includes organs, tissues, eyes, bones, arteries,
blood, other fluids and other portions of a human body, and
“part" includes "parts."

() "Person” means an individual, corporation, government or
governmental subdivision or agency, business trust, estate,
trust, partnership or asscociation or any other legal entity.

(g) "Physician" or "Surgeon" means a physician or surgeon 1i-
censed or authorized to practice under the laws of any state.

{h) "State" includes any state, district, commonwealth, terri-
tory, insular possession, and any other area subject to the
legislative authority of the United States of America.

SECTION 2. (Persons Who May Execute an Anatomical Gift.)

(a) Any individual of sound mind and 18 years of age or more may
give all or any part of his body for any purposes specified in
Section 3, the gift to take effect upen death.

(b) Any of the following persons, in order of priority stated,
when persons in prior classes are not available at the time of
death, and in the absence of actual notice of contrary indica-
tions by the decedent, or actual notice of opposition by a member
of the same or a prior class, may give all or any part of the
decedent’s body for any purposes specified in Section 3:
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the spouse

an adult son or daughter

either parent

an adult brother or sister

a guardian of the person of the decedent at the time of
his death

any other person authorized or under obligation to dis-
pose of the body.

-~ N T P~
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(c) If the donee has actual notice of contrary indications by
the decedent, or that a gift by a member of a class is opposed ty
a member of the same or a prior class, the donee shall not accept
the gift. The persons authorized by this subsection may make the
gift after death or immediately before death.

(d) A gift of all or part of a body authorizes any examination
necessary to assure medical acceptability of the gift for the
purposes intended.

(e) The rights of the donee created by the gift are paramount to
the rights of others except as provided by.Section 7(d).

SECTION 3. (Persons Who May Become Donees, and Purposes for
which Anatomical Gifts May be Made.) The following persons may
become donees of gifts of bodies or parts thereof for the pur-
poses stated:

(a) Any hospital, surgeon, or physician, for medical or dental
education, research, advancement of medical or dental science,
therapy or transplantation; or

(b) Any accredited medical or dental school, college or univer-
sity for education, research, advancement of medical or dental
science or therapy; or

(c) Any bank or storage facility, medical or dental education,
research, advancement of medical or dental science therapy or
transplantation; or

(d) Any specified individual for therapy or transplantation
needed by him.

SECTION 4. (Manner of Executing Anatomical Gifts.)

(a) A gift of all or part of the body under Section 2(a) may be
made by will. The gift becomes effective upon the death of the
testator without waiting for probate. If the will is not pro-
bated, or if it is declared invalid for testamentary purposes,
the gift, to the extent that it has been acted upon in good
faith, is nevertheless valid and effective.

(b) A gift of all or part of the body under Section 2(a) may
also be made by document other than a will. The gift becomes
effective upon the death of the donor. The document, which may
be a card designed to be carried on the person, must be signed by
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the donor, in the presence of 2 witnesses who must sign the docu-
ment in his presence. If the donor cannot sign, the document may
be signed for him at his discretion and in the presence of 2 wit-
nesses who must sign the document in his presence. Delivery of
the document of gift during the donor’s lifetime is not necessary
to make the gift valid.

{c) The gift may be made to a specified donee or without
specifying a donee. If the latter, the gift may be accepted by
the attending physician as donee upon or following death. If the
gift 1s made to a specified donee who 1s not available at the
time and place of death, the attending physician upon or follow-
ing death, in the absence of any expressed indication that the
donor desired otherwise, may accept the gift as donee. The
physician who becomes a donee under this subsection shall not
participate in the procedures for removing or transplanting a
part.

(d) Nothwithstanding Section 7(b), the donor may designate in
his will, card or other document of gift the surgeon or physician
to carry out the appropriate procedures. In the absence of a
designation, or if the designee is not available, the donee or
other person authorized to accept the gift may employ or au-
thorize any surgeon or physician for the purpose.

(e) Any gift by a person designated in Section 2(b) shall be
made by a document signed by him, or made by his telegraphic,
recorded telephonic or other recorded message.

SECTION 5. (Delivery of Document of Gift.) If the gift is made
by the doner to a specified donee, the will, card or other docu-
ment, or an executed copy thereof, may be delivered to the donee
to expedite the appropriate procedures immediately after death,
but delivery is not necessary to the validity of the gift. The
will, card or other document, or an executed copy thereof, may be
deposited in any hospital, bank or storage facility or registry
office that accepts them for safekeeping or for facilitation of
procedures after death. On request of any interested party upon
or after the donoer's death, the person in possession shall pro-
duce the document for examination.

SECTION 6. (Amendment or Revocation of the Gift.)

(a) If the will, card or other document or executed copy there-
of, has been delivered to a specified donee, the donor may amend
or revoke the gift by:

(1) the execution and delivery to the donee of a signed
statement, or

(2) an oral statement made in the presence of 2 persons and
communjcated to the donee, or

(3) a statement during a terminal illness or dinjury ad-
dressed to an attending physician and communicated to
the donee, or
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(4) a signed card or document found on his person or in his
effects.

(b) Any document of gift which has not been delivered to the
donee may be revoked by the donor in the manner set out in sub-
section (a) or by destruction, cancellation, or mutilation of the
document and all executed copies thereof.

(c¢) Any gift made by a will may also be amended or revoked in

the manner provided for amendment or revocation of wills, or as
provided in subsection (a).

SECTION 7. (Rights and Duties at Death.)

(a) The donee may accept or reject the gift. If the donee ac-
cepts a gift of the entire body, he may, subject to the terms of
the gift, authorize embalming and the use of the body in funeral
services. If the gift is of a part of the body, the donee, upon
the death of the donor and prior to embalming, shall cause the
part to be removed without unnecessary mutilation. After removal
of the part, custody of the remainder of the body vests in the
surviving spouse, next of kin or other persons under obligation
to dispose of the body. -

{b) The time of death shall be determined by a physician who
attends the donor at his death, or, if none, the physician who
certifies the death. This physician shall not participate in the
procedures for removing or transplanting a part.

(c) A person who acts in g.od faith in accord with the terms of
this Act, or under the anatomical gift laws of another state (or
a foreign country) is not liable for damages in any civil action
or subject to prosecution in any criminal proceeding for his act.

(d) The provisions of this Act are subject to the laws of this
state prescribing powers and duties with respect to autopsies.

SECTION 8. (Uniformity of Interpretation.) This Act shall be so

construed as to effectuate its general purpose to make uniform
the law of those states which enact it.

SECTION 9. .QShdrt Title.) This Act may be cited as the Uniform
Anatomical Gift‘Act.

SECTION 10. (Repeal.) The following acts and parts of acts are
repealed:

(1)
(2)
(39

SECTION 11. (Time of Taking Effect.) This Act shall take effect
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Thank you, Mr. Chairman. My name is Myron Genel. I am Professor of
pediatrics and Associate Dean for Government and Community Affairs at Yale
U$iversjty School of Medicine. As you know from Dr. Redmond's presentation
this morning, researchers at Yale have been very involved in studies of the
efficacy of tissue transplantation in animals. Today, I am representing the
Association of American Medical Colleges (AAMC) and the Association of
american Universities (AAU). The AAMC represents the nation's 127 accredited
medical schools, 435 major teaching hospitals, and 85 academic societies. The
AAU represents 54 of the nation's leading research universities. Both
Associations appreciate the opportunity to testify today on a topic of vital

concern to biomedical research and to the health of the nation.

Introduction

Human fetal tissue transplantation has brought medicine to the threshold
of important discoveries. Current research shows that such tissue transplauts
could mitigate the symptoms and perhaps elucidate and eliminate the causes of
a number of ravaging diseases. While the decision to halt federal involvement
in this research was guided by ethical concerns, equally compelling ethical
concerns are raised by proposals to enjoin this research permanently and

thereby to preclude the alleviation of suffering and illness in the living.

The ethical concerns which led to the convening of thls Panel are

understandable and important. However, many of these issues, as articulated



E18

by Assistant Secretary for Health in his March 22, 1988 memorandum, are
appropriately and adequately addressed in current laws and regulations. Other
questions involving issues unique to fetal tlssue transplantation, many
touching on hypothetical ocutcomes and applications of such research, will
benefit from the review and deliberation of this Panel. Ultimately, however,
the need for an explication of these issues should not preclude federal
support of the research. Our soclety is thoughtful and compassionate enough
to be able to resolve the ethical dilemmas raised by fetal tissue
transplantation research so that policies protecting human and fetal research
subjects and those governing biomedical efforts to improve human health are

not mutually or morally exclusive.

Current State of Research

Recognizing that today's presentations have provided you with a
comprehensive overview of current research involving fetal tissue
transplantation for therapeutic purposes, 1 will only briefly summarize the
state of current research among AAMC and AAU institutions. No formal survey
of the activities in this area has been undertaken. Much of the work
conducted thus far has been in rodents and primates in whom Parkinson's
disease has been induced. Few human tissue transplants have been attempted in
the United States. A number of years ago, in what is believed to have been
the first human tissue transplant, a fetal thymus was implanted into a child
suffering from DiGeorge syﬁdrone, a T-lymphocyte deficiency syndrome. More
recent work at the University of Colorado Health Sciences Center and at the

University of Wisconsin has involved the implantation of fetal pancreatic



t cells Into diabetic patients. Internationally, investigators in Mexico,

jsle

sweden, the People's Republic of China, and Great Britain have attempted fetal

neural or adrenal tissue transplants to alleviate the symptoms of Parkinson's.

Fetal tissue transplantation research is in the earliest phase of
exploration with many fundamental questions about its effectiveness still
unanswered. The current moratorium on federal funding of research using
tissue from induced abortions has brought developments i{n the public sector to
a halt. However. work with animals continues, as does. we expect. human
transplantation research supported by the private sector. Although the
moratorium does not affect research which uses tissue from spontaneous
abortions, concerns about the reliability and safety of the latter have made
tissue from induced abortions medically preferable. In the opinion of some
researcher workers, the transplantation of spontaneously aborted tissue
increases the risks to the recipient. Additional difficulties involving the
availability of spontaneously-aborted tissue also make it an undependable

source of tissue.

While far more must be learned about fetal tissue transplantations in
humans, certain aspects of the biology of fetal tissue, as reviewed earlier by
Dr. Auerbach, are well known. Fetal tissue possesses unique qualities which
for some forms of transplantation make it superior to adult tissue. These
include rapid growth and greater adaptability. Although both adult and fetal
tissues contain cells that trigger immune responses, laborétory processes can
eliminate those cells from fetal tissue, and purified fetal cells can be

harvested that require neither tissue matching nor long-term
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immunosuppression. These qualities are belleved to have contributed to the
comparatively better success of fetal tissue transplants over adrenal
autografts in experimental models of Parkinson's. The animal and human
research conducted to date is promising and, in addition to Parkinson's
disease and diabetes, other potential applications for tissue transplantation
include spinal cord injuries, epilepsy, stroke, Huntington's and Alzheinef’s

diseases, and immunological and blood disorders.
Ethical Concerns

The concerns involved in human fetal tissue transplantation which led to
the suspension of its federal support were enumerated in Assistant Secretary
Windom's March memorandum. Those ten broad questions relating to the science.
legality, and ethics of the therapeutic use of fetal tissue from induced
abortions focused on the quality of the scientific endeavor, on whether a
sufficient number of animal studies have been completed to warrant advancing
to research in humans, on the mechanics of tissue acquisition, and on thé
effect on research of restrictive state laws. But, the most problematic
questions, are those which involve the ethical issue of whether human fetal
tissue transplantations from induced abortions will create direct or indirect
incentives for abortion. In our view, these fundamental questions are
satisfactorily answered by existing safeguards in current state and federal
laws and regulations. Further, the suspension of the research raises equally
important concerns about other ethical principles to which our scciety

adheres.



The concern that success in the transplantation of fetal tissue from
induced abortions will encourage abortion is addressed in current federal
regulations. First, the regulations (45 CFR 46.206) require the completion of
appropriate animal studies. They then erect a firm barrier between the
abortion decision and the research project: contact 1Is prohibited between the
woman whose aborted tissue is to be donated, and the investigator who is
explicitly banned from any involvement in the decision to terminate the
pregnancy, in the timing of the.abortion procedure, and in the determination
of fetal death. The introduction of changes in the abortion procedure for the
benefit of the research activity Iis also proscribed as is the preffering of
inducements, monetary or otherwise, to encourage the abortion decision. These
regulations also specifically address research involving dead fetal tissue by
requiring the observance of relevant state and local laws, primarily the
Uniform Anatomical Gift Act that governs the donation of fetal tissue and
requires the informed consent of either parent and the nonobjection of the
other parent. Additional restrictions on research involving nonviable fetuses
and a prohibition on the sale for profit of human tissue and organs are also
contained in both the regulations and in federal law (Section 498 of the
Public Health Service Act and Section 301 of the National Organ Transplant

Act), providing further ethical safeguards.

Actually, the use of fetal tissue in biomedical research is long
established. Development of the polio vaccine in the 1950's involved cultures
of human fetal kidney cells and was based on studies of human fetal cell line
development which began in the 1930's. For many years, the production and

testing of vaccines, the study of viral reagents, the propagation of human

{n
(%]
—



E22

viruses, and the testing of biological products have been dependent on the
unique growth properties of fetal tissue. A sampling of current research
using fetal tissue includes studies of oncogenesis; assessments of the effects
of environmental factors on developing organisms; understanding the
development of diseases; Investigations of possible interactions between the
AIDS virus and neural cells and examinations of the maternal-fetal
transmission of AIDS; and various investigations in which human fetal tissue
is a source of biological substances. All these uses are of vital importance
to biomedical research and, ultimately, of course, to human health.
Nevertheless, the use of fetal tissue in these cases, even though they are
also of 2 generally therapeutic nature, has not elicited the equivalent levels

of public attention and concern.

Apparently, it is the proximity of the potential benefit to a patient in
fetal tissue transplantations that raises additiconal anxieties. The latter
appear to be based on fears that the demand from potential transplant
recipients, possibly numbering in the millions, will be so urgent that human
fetuses will be conceived and intentionally aborted so that their organs and
tissues can be harvested for transplantation. Given the safeguards just
reviewed that society has already constructed regarding human and fetal
research subjects, these fears are unreasoned and 1t is unwise and wrong to
base important public policy decisions on them. Furthermore, it is also
possible, and much more likely, that advancements in the immortalization of
cell lines and the development of other blotechnologies will mitigate concerns

about uncontrollable demand.



A more meaningful ethical concern regarding fetal tissue
tranSplantations has to do with whether their therapeutic benefits would lend
an implicit legitimacy to abortion that it does not now have. Clearly, fetal
¢issue transplantation is parallel in many ways to organ donation which is
regarded by soclety as beneficent, an act of charity and selfless concern for
gut the idea that the potential medical benefits of fetal tissue will

others.
enter into a woman's decision to have an abortion completely misunderstands
the complex and weighty personal factors underlying the abortion decision. It
also ignores the distance the law creates between the decision and the conduoct
of research. Abortion would still remain a private decision on the part of a
woman based on personal and medical reasons. This decision and the clinical

management of the patient making it are autonomous. Federal and state law

upholds this autonomy by isoclating that decision from the research.

A prohibition on federal support of the research would have undesirable
medical and ethical effects on our society. Suppressing the pursuit of such
important knowledge--and the human compassion which motivates jt--has deeply
troubling implications. We must ask how such an action could in any way
accord with longstanding principles which exhort us to act benevolently toward
others. For physicians, this idea, articulated in the Hippocratic oath, is
the essence of our work. To deny patients with fatal illnesses the
possibility of lifesaving and life-extending treatments is antithetical to the

values and ethical standards of medicine.
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Summary: The Need for Federal Support

Biomedical research is conducted in accordance with standards, laws, and
regulations which respect and protect human and fetal subjects of research.
With such safeguards in place, there is no valid reason to withhold public
support for human fetal tissue research. Indeed, federal support is proper
and necessary. Federal funding will advance the progress of the research and

ensure a more equitable distribution nf its benefits.

Fetal tissue transplantation research holds tremendous promise. A
federal role in the blomedical research community's effort to alleviate the
suffering of so many Americans is in keeping with the fundamental principles
upon which our society is based. What you decide in these deliberations will
affect the progress of our research and its potential to improve human health.
The AAMC and the AAU appreciate your consideration of their views on this most

vital issue.




AMERICAN PARALYSIS ASSOCIATION
500 MORRIS AVENUE
SPRINGFIELD, NJ 07081

POLICY ON FETAL TISSUE RESEARCH

The American Paralysis Association believes that research using animal fetal tissue
has demonstrated promise in promoting neural regeneration and neural recovery in ani-
mals. We believe that this area of study is at a seminal stage and may contribute to a cure
for paralysis that is a consequence of CNS damage in humans.

We have come o this belief based on the results of researchers our organization has
funded and of researchers funded by other agencies. At present the APA is funding six
research teams who are using animal fetal tissue to aid in the regeneration of damaged
spinal nerves; all have reported encouraging results. These researchers are among the most
respected in the field of neuroscience. As further evidence of the promise within this area
of research, the APA’s Science Advisory Council has voted its support by recommending

in 1988 the funding of four projects using fetal tissue; this funding represents one-fourth of
our 1988 research grant budget.

Now that similar initial studies are being done using human fetal tissue, we believe
that it is important to ensure the ready availability of such tissue for use by bona fide
researchers in exploring neuronal recovery and regeneration based upon this technology.

This is crucially important at this point since no known substitutes have been found for
human fetal tissue in research on humans.

Consequently, the APA believes that guidelines, such as those developed by the
Swedish Medical Research Council, are needed to regulate the use of human fetal tissue, to

avoid practices that may lead to unnecessary restrictions on research using such tissue or on
the availability of such tissue. We believe that ihoughtful limits on human fetal tissue
research practices that are implemented at this seminal stage will lead in the long run to
fewer restrictions being placed on research in this area. Legislation or policy formulation at
a national level is, thus, needed to define the conditions both for'acquiring and utilizing
fetal tissue. This legislation/policy must carefully balance the hope of a cure that fetal tissue
research offers ‘and the right of society to regulate actions taken toward fetuses.” The net
effect must be that human fetal tissue in sufficient quantity remains available to bona fide
researchers, to be used under proper guidelines.

Further, the American Paralysis Association does not support the use in re_sutch of
animal or human fetal tissue outside the guidelines already established by animal and

human research committees at universities in which fetal tissue research is being imple-
mented.

Finally, we believe that adequate funding support should be given to research that
will (1) encourage the development of tissue "cloning” techniques that will produce fetal-
like tissue, to bypass the need for fetuses per se, and (2) encourage the discovery of those
factors in fetal transplants that are responsible for positive effects, so that the duplication of
these factors might become possible, again bypassing the need for fetal tissue per se.




SUMMARY OF THE STATEMENT
OF THE
AMERICAN DIABETES ASSOCIATION (ADA)
ON THE
USE OF FETAL TISSUE IN TRANSPLANTATION RESEARCH

The American Diabetes Association (ADA), which represents the
interests of over 11 million Americans with diabetes, believes that a
permanent or extended ban on the use of human fetal tissue in
transplantation research will seriously impair one of the most promising
avenues of inquiry in diabetes research--the transplantation of
insulin-producing pancreatic islet cells into patients with
insulin-dependent diabetes mellfitus (IDDM).

Researchers are currently studying the transplantation of
insulin-producing pancreatic beta cells, which can be obtained from an
adult or a fetus. The use of fetal beta cells offers several advantages
over the transplantation of the whole pancreas or the use of adult beta
cells., Fetal cells have the ability to grow and perhaps remain
immunologically "naive.” That is, the tissua will develop the capacity

to secretes insulin in response to blood glucose levels and not be rejected
by the body’s immune system.

Transplanting fetal cells {s easier than transplanting all or part
of a pancreas, which involves difficult surgical procedures. For example,
in transplancing a whole pancreas, it is necessary to drain the digestive

enzymes produced Iin pancreatic cells; this is not necessary with trans-
planted fetal beta cells.

However, there are remaining difficulties with fetal beta cell
transplantation and methods must be found to alleviate these difficulties,
Two experimental procedures are now under study -- cryopreservation
(freezing) and tissue culture. Both techniques are employed to allow
clinicians the opportunity to obtain large numbers of fetal cells that are
not otherwise available from one fetus. Another problem is that the fetal
tissue will evantually become immunologically competent and be rejected.
To avoid rejection, research has shown that fetal beta cells can be
treated with high oxygen infusion, immunotoxins, or monoclonal antibodies
(antibodies that attach to only one kind of molecule). These treatments
mask the fetal cells from the host’s immune system.

Recent clinical trials using fetal cells conducted at the
University of Wisconsin and the Barbara Davis Center in Colorado have
recorded some success in a small number of patients with diabetes.
Further research is necessary to demonstrate the potential effectiveness
of fetal beta cells as a method for insulin adminlstration.

Fetal beta cell transplantation holds great promise as a cure for
diabetes, but additional research is needed to answer the difficulc
questions related to rejection of the tissue and more efficient ways to
obtain ths needad amounts of ti{ssue. A ban on fetal tissue
transplantation research could be disastrous. We believe that while an
examination of the legal, ethical and medical questions is useful, it



should not be undertaken at the expense of the research itself. Federal
regulations clearly separate professionals who perform or make decisions
regarding abortions from individuals who perform fetal tissue
transplantation research. For these reasons, we urge the Human Fetal
Tissue Transplantation Research Panel to recognize the important
contributions fecral tissue transplantation research may make to the lives
of millions of people with diabetes,



UNITED
PARKINSON
FOUNDATION

360 West Superior Street
Chicago, IIlinors 60610
312/664-2344

The United Parkinson Foundation is an international non-profit organization
chartered in the state of Illinois in 1963. The UPF is an unaffiliated,
independent entity which derives its support entirely from its membership
and the general public.

A major portion of operating expenses is allocated to patient services,

which inelude background literature, axercise materiala and regular newsletteras
sent to all members regardless of the ability of patients/spouses to contribute
funds. The office in Chicago is maintained so that members may call or write
for a personal response to specific questions. A highly qualified Medical Ad-
visory Board is accessible for consultation to the staff on such matters and

to supervise publication content and preparation. The office maintains an ex-
tensive referral service to guide patients to proper clinical care.

The UPF originated a unique program of educational symposia for patients and
families in 19653, first in Chicago, then expanding the scope of the program to
include locations in thircy states and Canada. Eight or more such meetings are
presently being scheduled each year throughout the continent. The format of the
symposia is two-part; the first half consisting of short talks by the host and
guest speakers from the Foundation's Medical Advisory Board on such topics as
differential diagnosis, past and present medications and therapies, patient and
family relationships, and a realistic cutlook for the futute. The second half
of the symposium is devoted to a question and answer session with the audience
providing the questions for the panel of specialists to answer. Summaries of
these symposia are published in the UPF quarterly newsletters.

These newsletters are written primarily for patient and family education; for
reporting in layman's language recent advances in research, for answering ques-
tiona of gensral intareast to members, and for publishing membars' suggestions,
Additionally, space is offered to unaffiliated local support groups which provide
emotional support and social opportunities for patients and their spouses.

Funds raised over operating costs are used to support neurologic research in the
form of grants to established scientists whose primary interest is Parkinson's
disease. The scope of the organization is reflected by its research support for
projects in numerous locations throughout the world. Thus the UPF priorities are
patient services and education, and support of research in Parkinson's disease
and related afflictions. In recent years, income has been allocated as follows:
patient services, 33%; research grants, 58%; administracive overhead, 9Z.

Questions and requests for literature may be directed to the UPF at 360 West
Superior Street, Chicago, Illinois 60610, telephone: 312/664-2344.
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Endorsed by the Chicago Association of Commarce and Industry
Contributions are tax-deductibie



FACTS ABOUT PARKINSON'S DISEASE

Parkinson's disease is a chronic, progressive, degenerative disorder of the
central nervous system, named after the British physician who first described it
in an essay published ia 18l7. There are probably four hundred thousand patients
in Morth America, the vast majority of them over age 45. Since the disease devel-
ops slowly in a most subtle manner, it is often difficult to make a correct diag-
nosig early in che course of the disorder. The disease may occur and remain dor-
mant until a period of particular stress or simply physical deterioration through
aging causes the appearance of symptoms. While the extent of disability will vary
from patient to patient, fortunately the disease is not facal.

Four separate groups of symptoms can be described: tremor, rigidity, akinesia and
loss of normal postural reflexes. The tremor, of hand, foot, occasionally head
and/or jaw, is less evident during purposeful activity than during rest, and char-
acteristically is absent during sleep., Psychological factors may increase tremor.
Rigidity 1is often an early symptom, with the patient's first complaints being of
stiffness or tightness as well as slowness of movement. Akinesia (also called
bradykinesia) refers to slowness in the initiaecion and execution of voluntary
movements such as rising from a low, soft chair or bed. Loss of postural reflexes
may be evidenced by the patient's head falling forward as though he were sleepy,
or a difficulty in maintaining an upright position. Any of these symptoms may be
absent or range from mild to severe in an individual patient. Once diagnosis is
suspected, drug history should be reviewed since haloperidol, reserpine, and some
phenothiazines and neurotoxins have been known to produce symptoms of parkinsonism.

A large number of drugs are useful in the treatment of the symptoms of the disorder,
though the disease cannot as yet be arrested or cured. The regponse to drugs de-
pends on a number of factors and differs from patient to patient and may even differ
in the same patient at different times during the course of the disease. In general,
it 1s best that the patient use as few drugs as possible rather than take a number

of drugs to counteract the ill effects of the initial agent. Levodopa (alse known
as L-dopa), usually in combination with carbidopa (Sinemet), is today considered the
treatment of choice in full-blown disease, often prescribed along with other medica-
tions, and always accompanied by regular physical activity to the extent of the in-
dividual patient's ability. Medications may have limited efficacy unless the patient
cooperates in a daily physical therapy routine. Side effects, which can occur with
overdoses of any drug, must be treated individually, and will often be alleviacted
through a reduction in dosage of the offending drug. Cryosurgery, once frequently
enployed, had lictle.effect on the natural course of the disease, and today is
rarely considered. Transplantation procedures, which have received so much media
attention of late, do seem to have efficacy; with time and more extensive experience
we expect to learn duration of benefits as well as the advantages and possible dis-
advantages of this therapy in comparison with pharmacologic methods.

[t should be noted that while levodopa and the many other antiparkinson medications
developed during the last thirty years are a definite improvement over the treat-
ments of the distant past, they, too, are merely useful in controlling disease symp-
toms and do not prevent the disease from progressing. A renaissance of research
into Parkinson's disease has been spurred by the discovery of the effects of MPTP,

a neurotoxin, and the subsequent development of an animal model of the disease.

This model affords the possibilicy of safely and economically testing new drugs and
may eventually shed light on the cause(s) of the disease, leading to prevention and
cure.
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UNITED PARKINSOM FOUNDATION
360 West Superiocr Street
Chicago, Illinois 60610
Telephone: 1312/664~2344



PUBLIC POLICY COUNCIL
of the

Amarican Pedisiric Sociely Assoclation al Medical School Soclety lor Pedialric Fesearch
Pediatric Department Chairmen

TRANSPLANTATION USING FETAL TISSUE

Why use fetal tissue for transplantation?

Experiments in animal models indicate that transplants of fetal
tissue may prove helpful in treatment of injuries or diseases that
originate from a lack of certain cells or from the inability of cells
to function properly. Such treatment would benefit children with
inborn-errors of metabolism, immuno-difficiencies, insulin-dependent
diabetes and adults with degenerative neurological disorders such as
Parkinson’s, Alzheimer’'s, and Huntington’s diseases.

Fetal tissue can be transplanted more successfully than adult tissue
since it is less immunologically reactive and more adaptable, and,
therefore, less prone to be rejected. Laboratory processes exist
which can eliminate immune responses from fetal tissue. Fetal tissue
also develops more quickly than adult tissue.

Our statement will address the need to continue exploration of the
possible advances in medicine which may result from such technology.
OQur societies feel that judicious studies should not be unduly
restricted.

How can fetal tissue become available for transplantation?

Every state has passed an anatomical gift statute allowing for a
person to give all or part of his body for transplantation. Such
statutes include allowing the parent or parents to act on behalf of a
minor. These statutes also allow for the gift of all or part of a
dead fetus for research or therapeutic purposes. Using a fetus as the
donor of fetal tissue for transplantation is legally possible, '
usually requiring the consent of either parent as long as the other
parent does not object.

Techniques for the removal of tissues and organs for transplantation
into a live patient are well established. The practice is an
accepted one. It is not the fetus who is the research subject and
should not be considered as such.

Safeguards against abuse

Current review boards exist to monitor the use of human subjects in
biomedical research situations. Together with other existing
statutes and regulations, the use of fetal tissue in transplantation
can be permitted, legally and ethically.



It has been suggested that successful fetal tissue transplantation
therapies might lead to the demand for tissue exceeding the supply,
as is the case with other organ transplantation. However, it is
unlikely that demand for such therapy would develop rapidly given the
existence of alternative therapies and the unknown factors yet to be
discovered concerning the efficacy of this treatment. As this
procedure is being studied, methods of reoroducing fetal cells wit“-in
the laboratory are being developed.

Conditions should be established which clearly separate the decision
to abort and the decision to donate. The decision to abort is made
by an individual, in consultation with the medical personnel,
because that is what is right for that individual.

The decision to donate the fetus for possible use as a donor must
involve different health personnel. Conflict of interest is avoided
where there is a clear distinction between the two sets of health
care providers.

Anonymity should exist between the donor and the recipient and
between the parent(s) and the recipient. This would eliminate the
possibility of a women becoming pregnant (or being paid to become
pregnant) solely for the purpose of producing a fetus to be used in a
transplantation procedure.



July 26, 1988

Statement by Dr. Robert E. Stevenson, Director, American Tvpe
Culture Collection; President, Tissue Culture Association;
Chairman, Committee on Cells and Tumors, American Association of
Tissue Banks regarding the use of human fetal tissue for research
and transplantation.
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The results of using human fetal tissue in research and in the
producticon of viral vaccines and biological products is well
known and doces not need to be elaborated upon here.

The benefits accruing to Society have been enormous and in cur
opinion far ocutweigh those that have accrued to date from the
ctransplantation of whole adult organs.

It is curious that in the case of whole adult organs we have;
constructed an extensive support structure of state laws for
anatomical gifts, have a national Councll on Transplantation,
have a United Network for Organ Sharing, and have added donor
consent forms to driver's licenses in many states yet have not
worked ocut a consensus on what to do with fetal tigsues whether
they are available from spontaneous or induced abortions.

Isn't what really is at issue is Scociety's displaced anxieties
about teen age mothers, unwanted pregnancies, and overly casual
attitudes about the consequences of the sex act?

Scientists as scientists are not the appropriate persons to
grapple with these issues, but neither should their legitimate
role in helping Society be frustrated because the appropriate
authorities can't or won't address them.

Responsible scientists, such as we believe ocurselves to be, think
that tha denial of using this tissue for beneficlal purposes
serves no useful purpose whatsoever and in fact would be a
further affront to moral sensibilities,

As scientists uwe believe that the issues of abortion are of a
sericus and difficult nature and that we should neither minimize
the individuals' moral and emotional concerns nor those of
Society's institutions about the cutcomes. Given however that
tissues are made available in a legally permissible situation and
that certain professional and scientific standards are met ue
argue that no bar to their use be otherwise erected.

We certainly endorse and support a statement of principles or
policies that could include at least the fellowing:
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Tissues that are to be cdllected from fetal sources for research
or ¢clinical use

1) Must be obtained under applicable regulations relating to
the patient/physicilan/institution in the jurisdiction where the
tissue is procured and with the highest professional standards

2} May not be sold or bartered for profit and should be made
available with compensation for processing services only.

3} Must not be the end result of a series of actions
intended to provide tissues for a related family member.

Further it is required that;

4} Physicians or personnel assisting in the termination of
pregnancy not be involved with the performance or publication of
research using the resulting fetal tissues or cells, nor should
they be directly involved in remuneration from the use of tissues
or cells in the production of any product,

S) It shall be unlawful to import or transport in interstate
commerce and use fetal tissues from sources not observing
comparable legal/ethical constraints to those enumerated above.

The above is proposed as a reasonable satarting point for a
discussion and debate on the formulation of a policy position on
this issue by the Federal Government and the public, including
the scientific community.
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Parkinson Support Groups of America
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SUMMARY OF INTENDED PSGA TESTIMONY
HUMAN FETAL TISSUE TRANSPLANTATION RESEARCH PANEL
SEPTEMBER 14 OR 15, 1988

As the only all volunteer National
Organization representing parkinsonians from
across America our testimony would include the
recommendation that the National Institutes of
Health continue to support extramural and
intramural fetal tissue transplantation research.

Our members have participated as patients in
the adrenal implantation. Their emotional and
physical feelings should be an integral part of
the total transplantation program.

Wa are aware of the ethical concerns
involved in any fetal tissue research and concur
with the decision that established this Panel.

As the "Voice of the Parkinsonian" our
recommendation is that "more not less™ research
be the protocol in the fetal tissue research
program.

*dk

Our organization would be represented by
Ida M. Raltano, National President of the
Parkinson Support Groups of America.



