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Health Resources and Services Administration

42 CFR Part 121

'Blood Vessels Recovered With Organs and Intended for Use in Organ

Transplantation; Companion Document to Direct Final Rule
AGENCIES: Food and Drug Adminis,tration, Health Resources and Services
Administration, HHS.

'ACTION: Proposed rule.

SUMMARY' The Health Resources and ServiCes Administration (HRSA) and the :
Food and Drug Administration (FDA) are proposing to amend their regulatmns
to cons1der as part of an organ those blood vessels recovered with the organ
that are 1ntended for use in organ transplantatlon (HRSA regulatlon) and to

- exclude such blood vessels from the deﬁmtmn of human cells tissues, and
cellular and t1ssue-‘based products (HCT/Ps) (FDA regulation). We (HRSA and
FDA) are taking this action to provide that blood vessels recover_ed with organs
and intended for use in organ transplantation will be governed by the
regulations pertaining to organs. The regulation of other recovered blood
vessels would remain unChanged. We believe that this change will eliminate -
the unnecesvsary burden resultiﬁng from an organ procurement organization’s
efforts to comply with both FDA and HRSA rules with respect to blood vessels
-' (FDA jurisdiction) and organs (éHRSA jurisdiction). This proposed rule is a
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companion document to the-airect final rule published elsewhere in this issue
of the Federal Register. We are taking this action because the proposed changes |
~are noncontroversial, and we 'do not anticipate any significant adverse
comments. If we receive any _slgmflcant adverse comments that warrant
terminating the direct final rule, we will consider such comments on the
proposed rule in developing the final rule. |
~ DATES: Submit written or eleotronic comments on the proposed rule By -[insert
date 75 days after date of pub]icatjon in the Federal Register].

* ADDRESSES: You may submit comments identified by Docket No. 2006N—0051
by any of the following methods |
EIectromc Submissions
Submit electronic comments in the following Ways:
o Federal eRulemeking Portal: http://www.regulations.gov. F ollow:;the
instructions for submitting commehts "
. Agency Web site: hittp://www. fda gov/dockets/ecomments F ollow the
~ instructions for submlttmg comments on the agency Web site. |
Written Submzsszons |
Submit written submissions in thedfollowing ways:
e FAX: 301-827-6870. |
. ‘Mail/Hand delivery/Courier [For peper disk, or CD-ROM submissions]:
Division of Dockets Management (HF A-305), Food and Drug Administration,
5630 Fishers Lane, rm. 1061, Rockvﬂle MD 20852

To ensure more timely processmg of comments, FDA is no longer
accepting comments submitted to the agency by e-mail. FDA encourages you

to continue to submit electronic comments by using the Federal eRulemaking
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Portal or the agericy Web sitef5 as described in the Electronic Submissions
portio.n of this paragraph. F DA will share all comments received with HRSA.

Instructions: All submi_ss?;ions received mustinclude the agency name
(FDA) and Docket No. 2‘006N-:—0051 for this rulemaking. All comments received
may be posted without change to http://www. fda.gov/ohmns/do_ckets/ _ ’
default.htm, including any personal information provided. For additional
information on submitting comments see the “Comments”-heading in section

IX of the SUPPLEMENTARY INFORMATION section of this document.

" Docket: For access to the docket to read Background documents or
comments received, go to http://Www.fda.gov/ohrms/dockets/defau]t.htm and
insert the docket number, found in brackets in the heading of this document,
into the “Search” boX and follow the prompts and/or go to the Division of
Dockets Management, 5630 F ishers Lane, rm. 1061‘; Rockville, MD 20852. .

FOR FURTHER INFORMATION CONTACT:

For infoimdfion regarding FDA’s rule: Paula S. McKeever, Center for
- Biologics Evaluation and Research (HFM-17), Food and Drug
- Administration, 1401 Rockﬁlle Pike, suite 200N, Rockville, MD 20852~
1448; 301-827-6210.
For information ns'gar'dingg HRSA’s rule: Iim Bui‘dic‘k, Division of
Ti'ansplantation, Healthcare Systems Bureau, Health Resources and
| Services Admlmstra’uon (HRSA) 5600 Fishers Lane, rm. 12C-086, |

Rockv1l]e MD 20857, 301—443 7577.
‘SUPPLEMENTARY INFORMATION:

1. Introduction

We propose to amend certain regulations to:
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¢ Revise the definition of “organ’ to ihclude blood vessels (usually
‘segments of iliac arteries and veins) recovered from an organ donor during the
same recovery i)rocedure of such organ(s) and intended for use in organ
t_ransplantatioh (hereinafter réferred to as “blood vessels intended for use in

organ transplantation”); and

* Exclude blood vessels intended for use in organ transplantation from
the definition of human cells, tissues, and cellular and tissue-based products

(HCT/Ps).

. By taking this acti.on, blood vessels labeled and intended solely for use
in organ transplantation 'woulﬁd; be subject to HRSA requirements in 42 CFR
part 121 and any enforceable 'brgan procurement and transplantation network
(OPTN) policies established under 42 CFR part 121. This action would keep
blood vessels intended for use in organ transplantation and organs under the
same regulatory écheme, makmg blood vessels intended for use in organ
transplantationréadily available to meet organ transplant needs.

II. Background | | | |

HRSA oversees transp]antation of organs through the OPTN, which sets
policies related to the procurement, transplantation, and éllocation of human
vorgans. An “organ” is ordinarily defined as a bodily part that performs a
function or cobperates in an activity. Vascularized human organs for
transplantation are under the purview of HRSA and are excluded from FDA’s
tissue regulations in §§ 1270.3(j)(4) and 1271.3(d)(1) (21 CFR 1270.3(j)(4) and
_1271.3(d)_(1)).’ Blood \}essels aré cu;rently regullated by FDA. Blood vessels are
included in the definition of “human tissué” under FDA regulations in |

§ 1270.3(j) (applicable to tjssué recovered before May 25, 2005), and in the
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definition of “human cells, tiéssues, or cellular or tissue-based products (HCT/
P’s)”in §1271.3(d) (applicabéle to tissue recovered on or after May 25, 2005).
There is a routine practi-c;ée of recovering blood vessels intended for use
in organ transplantation ‘durihg orgén procurement and using such blood
vessels to connect donor orgaén and recipient vessels. We propose to regulate
sﬁch blood vessels intended for use in organ transplantation as part of the
organ under 42 CFR part 121.': Thereforé, the applicable provisions of 42 CFR
part 121 would apply.'We propose that such blood vessels do not need to be
attached to the organ(s), nor tlfansplanted simultaneously with such organs to
the same recipient, nor transplanted togefher with the organ(s) from the same |
donor. Occasionally, blood vessels not used immediately for the
: trans_pléntation of a donated Qrgan are stored for a number of days .and -
.. subsequently used to modify the 6rgan transplant in-the same recipient or to
a.ccom‘plish»tr;méplantation in the recipient of an organ from a different donor.
Curfeﬁtly,.FDA’s jurisdiction over blood vessels intended for use in organ
' transplantation overlaps with HRSA’s oversight of the OPTN. OPTN’s
‘membership compliance reviéw activities are required under 42 CFR
121.10(b)(1)(iii). In addition, Qndér 42 CFR 121.10(c), the Secretary of Health .
and Human Serﬁices (the Secretary) may take actions against OPTN inembers
(including, but not limited to termina_tion ofa tranéplant, hospital’s
participation in or reimbursement under Medicare and Medicaid and removal
- of a transplant program’s designation under 42 CFR 121.9) for noncompliance
with 42 CFR part 121 or enforceable OPTN policies (those approved by the
Secretary) and for actions that indicate a risk to the health of patients or to
the public safety. Because blooéd vessels intended for use in organ

transplantation are recovered by organ procurement organizations (OPOs) and
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stored temporarily at transplhnt centers, having two Federal inspectional
programs for such facilities w1thout a medical or public health need for such

' dual oversight would be 1neff101ent and burdensome

FDA requirements and recommendatlons for determining HCT/P donor
eligibility are different than HRSA provisions for ‘screening and testing organ
donors. This is because ef a different ris'k/benefit assessment for most HCT/

P recipients than for vascularized human organ transplant recipients. HCT/Ps
from a single donor can affect up to 100 reclpients they are often life
extending, and alternative materials usually exist; whereas organs from a smgle
donor go to fewer recipients, are almost always life saving, and are in short
supply. |

Therefore, in order to avoid duplieation of efforts and reduce the burden

--on affected famlxtles we are proposmg to transfer jurisdiction over blood

. vessels intended for use in organ transplantatmn and labeled as such from FDA

to HRSA. The proposed rule would not affect regulatlon of blood vessels

intended for transplantatlon but not involving organ transplantatlon '
Jur1sd1ct10n over such blood Vessels would remain with FDA Ordlnanly, non-
| organ transplant uses Wlll have a dlfferent risk/benefit assessment and the
*current FDA reqmrements are appropnate for these blood vessels.
I11. Legal Authonty ‘ i

We are proposing to issue these regulations under the authority of the

National Organ Transplant Act as amended (NOTA) and section 361 of the
Public Health Service Act (thefPHS Act). NOTA authorizes HRSA, by
delegation from the Secretary, to issue regulations governing the operation of
the OPTN. NOTA, as amended also authorizes the Secretary to define human
organs to be covered by the OPTN Section 374 of the PHS Act specifically
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states, “[t]he term ° organ means the human kldney, hver heart, lung, pancreas,
| and any other human organ (other than corneas and eyes) specrfled by the
Secretary by regulation * * §*” (42 U.S.C. 274b(d)(2)) (emphasis supplied).
Acvcordtngly, HRSA is propoeing to issue this regulation to modify the
definition of “organ,” and to rnake blood vessels labeled and intended for use
in the transplantation of o'rgahs subject to regulations governing the operati\on
- of the OPTN. Extending the definition of organs governed by HRSA in 42 CFR
121.2 to add blood vessels recovered with organs that are intended for use
‘in organ transplantatlon and labeled as such, furthers the Secretary s charge
under NOTA. | |
Under the autherity of section 361 of the PHS Act delegated to the
Commlssmner of FDA, the Department of Health and Human Servrces may
‘ -make and enforce regulatlons necessary.to prevent the introduction,
"transmlssmn,- or spread of communlcable diseases between the;States'or from -
'foreign conntries into the "States. This modificati_on. of FDA’s existing regulation
reﬂects FDA’s re-evaluation of the level of regulation that is necessary to
vv prevent disease transmission fnvolving blood vessels intended for use in organ
transplantatlon |
v Description of the Proposed Rule
" To transfer from FDA to HRSA jurisdi‘ction over blood vessels intended

foruse in organ transplantatlon we propose the following revisions to 21 CFR

v 1271 3(d), 42 CFR 121.2, and 42 CFR 121.7.

A. 21 CFR 1271.'3[d} |
21 CFR 1271. 3(d) defines HCT/Ps as “‘articles containing or consisting of |

‘human cells or tissues that are. 1ntended for 1mp1antat10n transplantatlon

infusion, or transfer into a human recipient.” In the definition, we also identify
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articles not considered HCT/PS This proposed rule would add § 1271.3(d)(8),
in order to exclude blood Ve%sels intended for use in organ transplantation
from the definition of HCT/P%. The rule excludes such blood vessels intended
for use in organ transplantati?on only when they are labeled as “For use in
organ transplantation only™ to distihguish such vessels from blood vessels not
-intended for use in organ transplantation. By labeling euoh blood vessels “For
use in organ transplantation only” we expect that they would not be used for
- other purposes. Under the proposal blood vessels intended for other uses
would remain subject to 21 CFR part 1271 (or 21 CFR part 1270 for tissue

recovered prior to May 25, 2005)

'B.42CFR 121.2 |
Under 42 CFR 121.2, “Organ means a human kldney, liver, heart, Iung,

| or pancreas. This proposed rule adds to that definifion “Blood vessels
recovered from an organ donor durmg the recovery of such organ(s) are -
- considered part of an organ w1th which they are procured for purposes of this
Part if the vessels are 1ntended for use in organ transplantatlon and labeled
“For use in organ transplantatmn only " Blood vessels intended for use in
organ transplantatlon would be requlred to be in comphance with HRSA
prov1srons for donor screening and testing. The Iabehng provision would be =
a distinct requirement in order for such blood vessels to fall under the _
regulatlon govermng the operatlon of the OPTN. Any OPTN labeling pohmes

whether voluntary or enforceable would supplement this requirement.

C. 42 CFR 121.7
In 42 CFR 121.7, we are prposing to redesignate paragraph (e) as
paragraph (f), and to add a new paragraph (e). Under proposed 42 CFR 121.7(e),

a blood vessel intended for use in organ transplantation would be subject to
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the allocation requirements uénder 42 CFR part 121 and enforceable OPTN
policies pertaining to the orgz;n with which the blood vessel is procured. These
provisions‘WOuld apply until%the tfansplant center receiving the organ
determines that the blood Vesgsel is not needed for the transplantation of that
organ. This allocation priority will assure that vessels tha’f may be necessary
for the immediate transplantatlon of the organs with which they are recovered
are made avallable for that use prior to being diverted to other organ transplant
uses.
V. Analysis of Impacts

F DA and HRSA have exammed the impacts of the proposed rule under
Executlve Order 12866 and the Regulatory Flexibility Act (5 U.S. C. 601-612),
and the Unfunded Mandates Reform Act of 1995 (Public Law 104-4). Executlve
- Order 12866 directs agencies to'assess all cosfs and benefits of available
regulatory altern'ati:\zes and, when regnlation is necessary, to select regulatory
approaches that maximize net benefits (including potential economic,
envi.fonmenta]; public health and safety, and other 'advantages ; distributive
. ‘impacts ; and equity). FDA and HRSA beliéve tha‘f'this proposed rule is not
a significant regulatory action% as defined by the Exééntive order.

The Regulatory F lexibility Act requires agencies to analyzé llreguiatory
options that would minimize any .s‘ignificant impant of a rule on small entities.
Because the agencies do not expect that the transfer of jurisdiction over the
blood vessels described in this rule from FDA to HRSA will résult in
substantial changes in the way transplant hospitals and OPOs procure, store,
and trénsplant such blood vessels, FDA and HRSA certify that the proposed
rule will not have a significan;t economic impact on a substantial number of

small entities.
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Section 202(a) of the Unfgunded Mandates Reform Act of 1995 requi'res that

agencies prepare a written staéitement, which includes an assessment of
anticipated costs and benefitsi, before proposing “‘any rule that includes any
Federal mandate that may reéult in the expenditure by State, local, and tribal
governments, in the aggregate, or by the private sector, of $100,000,000 or more
(adjusted annually for inflation) in any one year.” The current threshold after
adjustment for inﬂatioﬂ is $115 million, using the most current (2003) Implicit
Price Deflator for the Gross Domestic Product. FDA and HRSA do not ‘expect
this proi’)osed rule to result in any 1-year expenditure .that would meet or
“exceed this amount. |
- VL. The Papefwork Reduction Act of 1995
This proposed rule contains no collections of information. Therefore,
- clearance by OMB under the Péperwork Reduction Act of 1995 is not 'requir‘é»d.: THRE
VIL. Environme_ntal Impact | | '
FDA and HRSA have detennined under 21 CFR 25.30(}) that this action
" is of a type that does not ihdi\}idually or cumulatively have a sign.iﬁcant effect
on the humaﬁ environment. Therefore, neithef an environmental asséssment '
nor an environmental impact ;sta‘tem_ent is required. | |
VIIL. F ederalism k
FDA and HRSA have analyzed this prdposed rule in accordance with the
principlés set forth in Executive Order 13132. FDA and HRSA have determined
that the rule does not contain policies that have substantial direct effécts on
the States, on the relationship%between the National Government and thé
- States, or on the distribution of power and responsibilities among the various
}lévels of government. Accordiingly, FDA and HRSA have concluded that the

rule does not contain policies that have federalism implications as defined in
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the Executive order and, conséequently, a federalism summary impact statement
is not required. |
IX. Request for Comments
Interested persons may sﬁbmit to the Division of Dockets Management (see

ADDRESSES) written or electronic comnients regarding this document. Submit
a single copy of electronic comments or two paper copies of any mailed
comments, except that individuals inay submit one paper copy. Comments are
to be identified with the docket number found in brackets in the heading of
this document. Received cominents may be seen in the Division of Dockets
Management between 9 a.m. and 4 p.in., Monday through Friday.
X. Proposed Effective Date

 FDA and HRSA propose that any final rule that may issue based on this

'5pr(i_p08al become effective on the date of its publication in the*-l‘_‘édeﬁil Register.
List of 'Su_bjects

- 21 CFR 1271 |

Biologics,VCommunicablef diseases, Drugs, HIV/AIDS, Human cells, tissues,

and cellular and tissué-based products, Medical Devices, Reporting and

recordkeeping requirements.

. 42CFR 121
Healthcare, Hospitals, Reporting and recordkeeping requirements.
4Therefore? under the Public Health Service Act and under authority
delegated to the Commissionei" of Food and Drugs and to.the Administrator, |
Health Resources and Servicesﬁ Administration it is proposed that 21 CFR part

1271 and 42 CFR part 121 be aimended as follows:
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21 CFR Chapterl |

PART 1271—HUMAN CELLS TISSUES, AND CELLULAR AND TISSUE-
BASED PRODUCTS

1. The authority citation ffor 21 CFR part 1271 continues to read as follows:

Authority: 42 U.S.C. 216, 2-%}3, 263a, 264, 271.
2. Section 1271.3 is ameﬁded by addiﬁg paragraph (d)(8) to read as follows:

§1271.3 How does FDA define important terms in this part?
x x % * * : - ‘

(d) * x %

(8) Blood vessels recovered with an organ, as defined in 42 CFR 121.2,
that are intended for use in organ transplantation and labeled ““For use in organ
.. transplantation only.”

42 CFR Chapter |

PART 121—ORGAN PROCUREMENT AND TRANSPLANTATION NETWORK

3. The authonty citation for 42 CFR part 121 continues to read as follows:

Authority: Sections 215, 37 1-376 of the Pubhc Health Service Act (42 U.S.C.
216, 273-274d); and sections 1102, 1106, 1138, and 1871 of the Social Security Act
(42 U.S.C-1302, 1306, 1320b-8 and 1395hh).

4. Sectmn 121.2 is amended by adding a sentence at the end of the

,. deflmtlon of “Organ” to read as follows:

§121.2 Definitions.

* * * * *

Organ *** Blood vessels recovered from an organ donor during the

recovery of such organ(s) are considered part of an organ with which they are
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procured for purposes of this%part if the vessels are intended for use in organ
transplantation and labeled “i;'qr use in orgen transp'lan‘tation only.”
* * * * %
5. Section 121.7 is amended by redesignating paragraph (e) as paragraph
(f) and by adding paragraph (e) to read as- follows:

§ 121.7  Identification of organ recipient.
* * * % * : '

(e) BIood Vessels conszdered part of an organ. A blood vessel that is
con51dered part of an organ under this part shall be sub]ect to the allocatlon
requlrements and policies pertammg to the organ with which the blood vessel
is procured until and unless the transplant center receiving. the organ |
' determmes that the blood vessel is not needed for the transplantatlon of that

organ

. * * * % *
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