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measure without a single committee hearing. But patient groups and s c i e n t i s t s 
waged a successful last-minute lobbying campaign, claiming the b i l l would 
obstruct important medical research, and the b i l l , mustering only 42 votes, 18 
short of the 60 required, went down i n defeat. 

Meanwhile, Democrats offered a r i v a l b i l l sponsored by Sens. Dianne Feinstein 
(D-Calif.) and Edward M. Kennedy (D-Mass.). This sought to ban the cloning of 
people, but not human embryos for research purposes. The b i l l was referred t o 
the Senate Labor and Human Resources Committee, where i t Bits i n quiet 
obscurity. 

The only other cloning b i l l that made any progress was one introduced by Rep. 
Vernon Ehlers (R-Mich.), which would prohibit the use of federal funds f o r human 
embryo cloning. I t was approved by the House Science Committee i n July, 1997, 
and moved t o the Commerce Committee, which has yet to place the b i l l on i t s 
agenda. 

The sponsors of the various b i l l s t h i s week largely conceded that i t w i l l be 
tough to address the issue before t h i s f a l l ' s elections. -The sense I have i s 
that probably nothing i s going to happen on t h i s , " said Jim Stacey, spokesman 
for the American Medical Association. "There are so few days l e f t , and there are 
other things to do." 

Stepping i n t o that l e g i s l a t i v e void, the FDA announced i n February that 
anyone wanting to clone a person would have to apply for permission from that 
agency. But c r i t i c s have questioned the legal basis of that claim. 

Q 
One concern i s whether cloned c e l l s are "medical products," which would place 

them under the agency's purview, or whether cloning i s simply a new variant of 
f e r t i l i t y treatment. "The FDA i s not supposed to regulate the practice of 
medicine," said Richard M e r r i l l , a professor at the University of V i r g i n i a 
School of Law. 

A second concern i s that the FDA has no basis for considering ethical factors 
- such as the psychological impact of being born a clone - i n i t s decisions. 

A t h i r d concern i s a technical one, but one that i s central to the FDA's case 
^ h a t i t has the r i g h t to regulate would-be human doners. I t has to do with the 
-/kmount of c e l l u l a r manipulation involved i n cloning. 

The FDA does not always demand pr i o r approval for research on c e l l s that w i l l 
only be "minimally manipulated." However, i f those c e l l s are deemed to be "more 
than minimally manipulated," the work i s subject to FDA regulation. 

Cloning involves removing the genetic core, or nucleus, of an egg c e l l and 
i n j e c t i n g i n t o that gutted c e l l the nucleus of another c e l l from the animal or 
person to be cloned. "What you're l e f t with i s a highly manipulated c e l l , " 
asserted an FDA o f f i c i a l , who spoke on the condition of anonymity. 

Some question, however, how the FDA came to that conclusion. They note that 
i n v i t r o f e r t i l i z a t i o n , or IVF, also involves manipulation of c e l l s , and other 
f e r t i l i t y techniques are even more aggressive than IVF, but the FDA has not 
t r i e d to regulate them. 
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Cloning "may give us the creeps," Freeman said. "But i s i t 'more than minimal 
manipulation'? I frankly have a lot of trouble seeing i t . " 

Lori Andrews, a professor of law and bioethics at the Chicago-Kent College of 
Law, agrees. "The question here i s . Why haven't they been regulating analogous 
procedures such as ICSI an invasive variant of IVF in which sperm are injected 
directly into eggs , which also has a high-risk profile?" 

Both experts also make the point that some forms of cloning - for example i f 
a woman wanted to clone herself - may be safer than traditional IVF, because i t 
involves l i t t l e risk of passing on a communicable disease, such as AIDS. Under 
new FDA guidelines, the transfer of cel l s or tissues back into the individual 
from whom the c e l l s c£une requires less oversight by the FDA. 

As i t turns out, the FDA i s not comfortable with i t s position and has set up 
a working group to look into such questions. "One could look at i t and say ICSI 
i s nothing more than bringing two gametes together and allowing them to 
fe r t i l i z e naturally," the FDA spokesman said. "Or you could say that inserting a 
needle into an egg and injecting a sperm i s altering i t . I t i s a pretty close 
c a l l . " 

The FDA working group may have to work fast i f i t wants to settle such issues 
before the f i r s t human clone arrives. Scientists said last week that the f i r s t 
human clones could be born in the next five years or so. And Seed, in a 
telephone conversation last week, said he was "vigorously" pursuing his goal. 
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HHS Report on 31 601 Human Cloning Prohibition Act 
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In accordance wi th OMB Circular A-1 9, OMB rRquttsts tho viows of your agency on the above 
subject before advising on its relationship to the program of the President. Please advise us if this 
item wil l af fect direct spending or recoipir. for purposes of the "Pay-As-You-Go" provisions of Title 
XIII of the Omnibus Budget Reconclllnilon Act of 1990. 
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on S. 1 6 0 1 . DEADLINE IS FIRM. ^ 
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RESPONSE TO 
LEQISLATiVE REFERRAL 

MEMORANDUM 

If your raspoitse to this rerjuest for views Is short (n.g., concur/no comment), we prefer that you respond by 
o-mall or by faxing us i l i ls rosponso shoot. II tho ror.ponae is short and you prefer to cal l , please call .the 
branch-wide line shown bolow (NOT the sriHlyct'r, line) to lenvrt H nioscage wi th a leglElatlve assistant. 

You may also respond by: 
(1) calling the nnalysi/attornoy'B dinn-.t lino (you wil l be connected to voice mail if the analyst does not 

answer); or 
(2) sending ii6 » momo or letter 

Please Include the LRM numbor shown above, nnd subject shown below. 

TO: Robort .1. PHIMCCI Phone; .395-4871 Fax; 395-6148 
Off ice of Management nnd Budgut 
Branch Wide Linn (to reach luglslaiivo nssistunt); 395 7362 

FROM: (Daio) 

(Name) 

(Agency) 

(Telephone) 

Tho fo l lowing Is tho rcnponBe of our agency to your request for views on lUe above-captioned subject: 

Concur 

No Obiectioii 

No Comment 

See proponed edits on pagnK 

Other: 
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OMB CONTACT: Robert J . Pellicci 
PHONE: (202)395-4871 FAX: (202)395-6148 

SUBJECT: HHS Report on FDA's Jurisdiction over human cloning activities 

DEADLINE: NOON Monday, February 2 3 , 1998 _ 

In accordance with OMB Circular A-19, OMB requests the views of your agency on the above 
subject before advising on its relationship to the program of the President. Please advise us If this 
Item will affect direct spending or receipts for purposes of the "Pay-As-You-Go" provisions of Title 
XIII of the Omnibus Budget Reconciliation Act of 1990. 

COMMENTS: The attached document would be provided to congressional staff upon request. 

CLOSE HOLD OF DOCUMENT IS NECESSARY. 
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RESPONSE TO 
LEGISLATIVE REFERRAL 

MEMORANDUM 

If your response to this request for views Is short (e.g., concur/no comment), we prafer that you respond by 
e-mall or by faxing us this rasponse ahaat. If tha response Is short and you prefer to call, please call the 
branch-wide line shown below (NOT the analyst's line) to leave a message with a legislative assistant. 

You may also respond by: 
(1) calllno the analyet/anomoy's direct line (you will be connected to voice mall If the analyst does not 

answer); or 
(2) sending us a memo or lener 

Please Include the LRM number shown above, and the eublect shown below. 

TO: Robort J . Pellicci Phone: 396-4871 Fax: 395-6148 
Office of Management and Budget 
Branch-Wide Line (to reach legislative assistant): 395-7362 

FROM: (Dole) 

(Name) 

(Agency) 

(Telephone) 

The following is the response of our agency to your request for views on the above-captioned subject: 

Concur 

No Objection 

No Comment 

See proposed edits on pages 

Other: 

FAX RETURN of pages, attached to thie reiponse aheet 
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DRAFT 
FDA'« Jurlidlction Over Human Cloning Activities 

OfflM Of the CNBT Couinsei 
Pood jnd Drug AdmNetratlon 
6000 Rsh«n L«n«, QCF- \ 
AoakviUa. MD 80187 

This statement addrefisee FDA's Juriadlctlon over human clonino 
activities. FDA's jurisdiction over products used in cloning activities 
derives from the biological products provisions of the Public Healtii 
Service Act IPHS Act) end tiie drug prgvlslons of the Federal food, 
Drug and Co»metlc Act (FD&C Act).̂  

I. Bootcground 

The term clone means e precise copy of a molecule, ceil, or 
individual plant or anlmel. National Bioethics Advisory Commission, 
Qlonina Humsn Beings: Report and Rocommwtfations of the Nathnel 
Bioethics Adsfl&ory Commission (NBAC Report) app. 1 (June 1997). In 
the pest year, the Issue of cloning haa received much media attention. 
In March of 1897, Scottish researchers announced that they had cloned 
an adult shocp. The researchers removed an egg from a female shoop 
and replaced the nucleus ot the egg with the nucleus from a Bomailc 
cell* from another adult sheep. They used electrical pulses to Introduce 
the new nuoleui Intw the egg end to oeueo the cella to divide. Tho 
rateerchers then implanted the manipulated egg into the uterus of a 
female aheep, resulting in the birth of e oloned sheep. The technique 
that resulted in tr>e cloned sheep is referred to as somatic cell nuclear 
trenefer. 

Following the announcement of the cloned sheep, President 
Clinton directed that federal funds should not be used for cloning a 

*The medical <iaviaa proviBlons ol cha FDftC Acc alao apply t:o 
some product* us«d in hutnaa cloning aotlvitleo but are sot 
diecuesed In tliis ttatement. 

*A aomAtie ooll is a cell o£ an embryo, fecus/ o2ii2.4, or 
adult not deetined to become a •perm or egg cell. KiAC Report 
app.3. 
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human being. Because the prohibition on the use of federal funds for 
research, 
human cloning 

human cloning did rtct extend to non-federally funded 
President Clinton eeked for a voluntary moratorium on 
by privately funded researchers. IHe also askad the Nc tional Bioethics 
Advisory Commission (NBAC) to address tha legal end ethical issuae 
raised by cloning and to submit a repon to him. In Its June 1987 
report, the NBAC concluded that "at this time it Is morally unacceptable 
for anyone In the public or private sector, whether In a research or a 
clinical setting, to attempt to create a child using aom itlc cell nuclear 
transfer cloning." NBAC Report at 

For purposes of this statement, the agency assu nes that the 
technique used to clone a human being would be som itic cell nucleer 
transfer. The cloning process to create a human boln(i would be similar 
CO that used to create the cloned sheep discussed abo^e In that the 
procaat would Involve the transfer of a cell nucleus from a aomatlc cell 
of 8 human being Into an egg from which the nucleus has been 
removed. The resulting rell (somatic ceil clone) produced for the 
purpose of cresting e cloned human being Is a product subject to 
regulation by FDA. 

il. Legal Authority 

FDA has the authority to regulate numerous meclcal products, 
Including biological products and drugs. As discussed more fully 
below, the cellular product and the components of the cellular product 
usad In clonino fall within the definitions of blologlesi sroducts In the 
PHS Act and drug in the FD&C Act.* A product may 06 both a 
bloloQloai product end a drug, fiftft Ceiljte y. United SljaiBS. 217 F 
Supp. 705, 709 (S.D.N.Y. 1962). The conclusion thit FDA has 
jurisdiction over somatic cell clones under the PHS Act and the FD&C 

, —* ...uu —.rip.M.̂  health protection. Act is consistent with the statutory purpose of public 
Courts have recognuvJ Ihst remedial atatutes, auch ai the FD&C Act 

*Dep«ndin9 on the spoaifio faota of any 0lon|Ln9 
tbara may be additional raaion* why partloular 
clones would be bielogriaal and drug produeto. 

proeaec, 
odmat:lQ cel l 

' 3 ' 



FEB-20-1998 12:31 TO:175 BILL MARSHALL 
02/18/9S WED 11:>1 PAZ 44)ISt7 

FROM:DADE, J. 
OU 

p. 5/11 
9004 

and the PHS Act, ere to be liberally oonstrued oonslstent with their 
public health purpose. SBA United Stataa v. An Article of Drug ..• 
Rartn-Unlritalf 3 9 4 U.S . 7 8 4 (1966); Unltad Stataa x/. Loran. No. C V 

96-4263 SVW (CD. Ca. Oct. 17, 1997). 

A. A Somatic Cell Clone Is a Biological Product 

FDA regulates biological produota under aeotlon 351 of the PHS 
Act. 42 U.S.C. t 262. That section applies to *any virus, therapeutic 
serum, toxin, antitoxin, vaccine, blood, blood component or derivative, 
allergenic product, or analogous product, or araphenernlne or Its 
derivAtlves (or any other trivaient organic arsenic compound), 
applicable to the prevention, treatment or cure of disepses or injurlea of 
man..." id. Section 123(d) of the Food and Drug Adnjinlstratlon 
Modernlzetion Act of 1697 (FDA Modernization Act) ^mends the PHS 
Act by including within the definition of biological products "conditions" 
Si well as diseases. 42 U.S.C. i 262(1) (effective February 19, 1998). 

1, A Somatic Ceil Clone Is Applicable to a Disease 
or Condition of Human Beings 

As set forth in the PHS Act, a biological product Is subject to 
regulation If It Is "applicable to the prevention, trcstment, or oure of a 
disease or condition of human beings.' 42 U.S.C. 8 6̂2(1} (effective 
Feb. 19, 1998). A somstic cell clone ueed to create a cloned human 
being for an Infertile Individual Is a product applicable to the treatment 
cf infartlilty. Likewise, a somstic celt clone used to crsste a cloned 
human being to evoid transmission of a genetic dlaeece from a 
prospective parent is a product applicable to the prevf ntion of that 
genetic disease In the oloned humon being. In addition, significant 
safety questions have been raised regarding whether ihe cloning 
process will produce a healthy human being who will ievelop normally. 
For exempte, the cloned humen being might have defc cts from the 
donor or during development, such ss genetic, bloohefnioal, or eeiiular 
defects. 

-3 ' 
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2, A Somatic Cell Clone Is An Anslogous Produ 
PH9 Act 

A somatio cell clone la not one of the speclflceli i listed products in 
section 361 of the PHS Act. It is, however, an "analogous product" 

ot Under the 

under the PHS Act and thus falls within the soops of this section. 

The term "enalogous" Is defined ss "resembling or similar in some 
respects, as In function or appearance, but not In origin or 
development." Doriand's Medloal Dictionary 78(26th 
somatic cell clone hes stmllarltlas in composition and 
blood and blood components. A somatic cell clone Is 
white blood cetic, a component of biood, in that both 
composed beceuse they are somatic cells thst contair 
somatic Cflli clone Is siso like blood and blood oomporents in that they 
contain cellular elements derived from a living human 
sppllcsble to dlssasss or conditions of human beings. 

ed. 1974). A 
unction with 
analogous to 
celia are aimilerly 
a nucleus. A 

being and are 

A somatic cell clone siso Is snalogous to a toxin or antitoxin as 
those terms ers described In FDA regulations.̂  The recent decioion in 
unltad Stfltai v. l^ren. No. CV 96*4283 SVW (CD. Cs. Oct. 17, 1997) 
supporta auch a determination. In I omn, the court ecjdrosscd whether e 
cell product consisting of neonatal rabbit and human fetal cells Intended 
for the treatment of diabetes was an analogous product under the PHS 
Act. The court noted that the government reasonably construed the 
PHS Act and concluded that tha cell product was a biological product. 
Qlvsn the common features between a somatic cell ci sne and tiie 
neonatal rabbit and human calls in loran. that decision supports a 
dstsrmlnatlon that a somatic cell clone Is on analogou^ product. Locaa 
et 4-6, 11. 

B. A Somatic Ceil Clone Is a Drug 

'A product !• azialogpup to a toxin or antitodn *i£ 
intended, irraspactive or its souroa of origin, to bt applicabia 
to the prevantion, traatment, or curt of disaasa or Injuriaa of 
man tbroucrh a spacifio iimnuna procesa." 21 C.F.K. 
I 6D0.3(hy(3)(ill). 
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Under the FD&C Act, the term 'drug' is defined |es "eitlclea (other 
than food) Intended to effect the structure or any funption of the body,' 
21 U.S.C i 321(g)(1)(C). The term "drug' alao Ineluies components of 
e drug. 21 U.S.C S 321(g)(1)(0). Aa described abGjve, a aomatlc cell 
clone is a product intended to affact the structure or 
the diseases or conditions) of ths cloned human belnd. 
growth and development of the cloned human being (ire the result of 

a somatic cell 
the structure or 

the maturation of the somatic cell clone. In eddltlon, 
done could be viewed es a product intended to effeci 
function of the woman into whose uterus the somatip oell ie to be 
Implanted. 

unction (Including 
The continued 

A product also Is a 'drug" If it is 'Intended for uie In the diagnosis, 
cure, mitigation, treatment, or prevention of disease i i man or other 
animale." 21 U.S.C S 321(g)(1)(B). A sometlo cell cone ussd to 
crsats a cloned human being In order to avoid transm ssion of a ganetic 
dleesBe from a prospeotlve parent with the diseaaa W3uld bo on ortlole 
Intended to prevent the transmission of diseese to the cloned human 
being and thus would fall within this definition. A aomatlc cell clone 
used with the intent to create e cloned human being lor an Inferille 
couple also could fall within this drug definition In thst the product 
would be used to trest Infertility. 

A somatio oell olone also Is a 'new drug' under i he FD&C Act In 
that It Is a drug that is not generally recognized by exaerts as safe and 
effective to olone human beings. 21 U.$.C. 6 321(p). Before new 
drugs msy be marketed, FDA review and approval are 
U.S.C. fi 366(a). 

111. Prevloua FDA Quidenoe on Cellular Products 

PDA hes Issued s number of documents In the past several years 
addressing producte that heve almllar cherecterlitlos io a somatio oell 
clone product. The egency'a notices on somstic cell and gene therapy 
products and oelluler end tissue-based products are consistent with e 

required. 21 
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determination that a somatio oell clone would fall within FDA'a 
jurisdiction, 

A. Regulatory Approach to Somatic Cell and Q̂ ne Therapy 
Producta 

Although aomatlc cell products are not specifically listed In the 
Btatutory definition of bloioglcel product, FDA previously hss stated that 
these products ere bloioglcel products subject to regulation under the 
PHS Act and drugs within the meaning of tho FD&C let. In Its October 
1993 notice, FDA defined aomatlc cell therapy produks as "autologous 
(I.e., self), allogeneic (I.e., Intre-species), or xenogensic (I.e., inter­
species) cslla that have been propagated, expanded, selected, 
pharmacologically treated, or otharwlss sitered In blobglcal 
oharacterlstics ex vivo to be administered to humans ind applicable Lu 
ths prevention, treatment, cure, diagnosis, or mltlgatiin of disease or 
injuries." 68 Fed. Reg. 63246» 53249 (Oct. 14, 1993). The agency 
adviaed persons Interested in performing cllnlcsl Inveatlgatlons Involving 
these products that FDA't regulations en Investigational druge end 
biologicel products apply, and that the products also lire subject to the 
drug requirements of the FD&C Act. 

B. FDA's Proposed Reguietory Approach for Ce lular and Tissue-
Based Products 

In March of 1987, FDA announced Its proposed regulatory 
approach for cellular and tissue-based products. Si£ B2 Fed. Reg. 
9721 (March 4, 1997). A finding that a aurnatlc cell :lone Is a 
biological product and a drug Is consistent with the pctsltlon taken by 
FDA In Its approach to cellular and tlssue<based products. The 
reguietory approach addresses a wide range of producits such as skin, 
bone, end corneas, as well as somstic oell thorepy prciducts end gene 
therspy products. Because a somstic cell clone Is a eeiiuiar-baaed 
product, the regulatory approach would apply. 
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Under this regulatory approach, FDA announced that it was 
planning to take a tiered approach to the regulation of cellular end 
tlssue-besed products, imposing requirements to the extent necessary 
to protect the public health. Por some products. PDA would impose 
only requirements related to the prevention of communicable diaeases.' 
For products reising additional public health concerna auch aa products 
that undergo more then minimal manipulaliun ur that lave a systemic 
effect on the body, premarkat ravlaw and approval wauld be needed. 

in the regulatory approach, FDA addreaaed reproductive tissues 
and noted thet euoh tissues have o long history of ue» In the medical 
community. FDA also recognized that auch tiasues rMse a number of 
less substsntlal Issues thsn those raised by other tissues thst have e 
systemic effect on the body. As a result, FDA stated that such tissues 
would be subject to less regulation than ether tissues! that have a 
systemic efreci on the body. Unlike the reproducilve lissues discussed 
in the regulatory approach, tiasues and cells for cloning of human 
beings relso additional algntflcant health oonoerns not relaed by 
processes In place for the reproductive tiasues used In the past. 
Consistent with the tiered approach for cellular and tipsue-based 
products, a somatic cell clone would be sublect to PC A premarket 
review and approval because It la more than minimaliv manlpuisted. 

IV. Prohibited and Permissible Acts 

The FD&C Act prohibits the introduction into inlierstete commerce 
of unapproved new drugs and mlsbranded and adultorotod druge end 
the holding for sale of such mlsbranded and aaulteratid products after 
shipment In Interstate commerce. 21 U.S.C > 331 {ab.{d),(k). The 
Bpprovei of a new drug application removes Ihe prohibition on Interatete 
shipment. The PHS Act also prohibits Intarstste shipment: "[nlo person 
shall aetl, barter, or exchange, or offer for aais, barter or exchange" In 

"For thase products, FDA would only regulate 
under ths comnunicable disaast croviaions of the 
under the 7DCA or the biological producta previa 
Act. aaa 42 U.S.C. S 264. 

-7-
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interstate commerce any unapproved bloioglcel product. 42 U.S.C 
f 262(a). Section 123(a) of the FDA Modernization Act amende the 
PHS Act by replacing the terms 'sell, bartsr or exchange' with 
"Introduce or deliver for Introduction into Interatate cqmmarce.' 42 
U.S.C. I 262(a). 

Under the authorities of both AoU, FDA promulgated regulations 
CO allow clinical reaearch on investigational drugs andibiologlcai 
products- Cllnlcsl research on these producta can prOoaed only when 
en Investlgstlonal new drug application (IND) Is In effect. SMB. 21 
U.S.C S 3BB(i) (authorl7lng PriA to promulgate regulations for research 
involving investlgetlonel new drugs), 42 U.S.C S 262, 21 C.F.R. Part 
312. Before auch reaearch may begin, the sponaor o ' the reaearch Is 
required to submit to FDA an IND describing the propased research 
plan. The aponsor also Is required to obtain authorization to proceed 
from an institutional review board (an independent group of experts and 

scientific and 
(Ddli) and (Iv). 

consumers which revfewa the proposed study from a 
ethical perspective). 21 C.F.R. 16 66.103, 312.23(e 
In addition, the researcher Is required to obiein ihe Injormed conaent of 
tha Individuals who are considering whether to participate in a clinical 
study. Saa 21 U.B.C i 506(1), 21 CF.R. Parte 50 and 312. Thus, 
before en egg la removed from e woman or the cell containing the 
nucleus to be Inserted into the egg Is removed from tbe prospective 
geneilc parent for the purpose of creating a cloned human being, an 
IND should be In place and informed consent obtalneo. 

Once FDA receives a proposed study. It reviews the IND 
application to assess whether It Is eppropriete for the study to proceed. 
Among ths Information reviewed by FDA Is InformatUm related to the 
safety of tho product, including pharmacology end toxicology 
information that the applicant believes shows that It la reaaonaoiy sate 
to conduct a clinical Inveatlgation. FDA may prohibit m sponsor from 
conducting the study (often referred to es placing the atudy on 'clinical 
hold") for a variety of reaaons, Including If the agency finds thst 
'[hlumen subjects are or would be exposed to an unr<)Ssoneble end 
significant risk of Illness or injury," '[t]he IND does ncit contain 
sufficient informstlon required to sssess the risks to î ubjects of the 

- 8 -
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proposed studies,' or 'lt)he clinlcei Investlgstors ... ere not quelified by 
reason of their aclanttflc training and experience to conduct the 
Investigation..." For exemple, Informetlon relalng concerns ebout tho 
Sterility of the product or data from animal atudles showing aerioue 
adverse reactions In enlmsls would cause FDA to question whether a 
study should proceed. 

V. Regulatory Actions for Violations of the FD&C Aci and PHS Act 

Where violations of the Acts occur, such es shipment of an 
unapproved drug or biologic or misbranding or adulteration of a drug, 
the governrDent has the euthorlty to Initiate regulatorV ectlons, including 
administrative actions (e.g., clinical investigator disqualification 
proceedings) end civil and criminal litigation (e.g., aelijurea. Injunctions, 
and criminal prosecution). 

-9-


