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rule and State laws on legislative
consent may coexist, and we stated that
we did not intend at that time to
preempt those laws. We requested that
affected parties submit specific, detailed
comments on any potential conflicts
that might make it impossible to comply
with both this regulation and State laws
on legislative consent.

Many comments from industry
opposed our proposal to require a donor
medical history interview for all HCT/P
donors, including donors of corneas
recovered under legislative consent, and
some disputed our assertion that the
regulation and State laws could coexist.
We address those comments in
comments 45 and 46 of this document.
After considering the comments, we
continue to consider the donor medical
history interview necessary for all
donors to prevent the introduction,
transmission, or spread of
communicable diseases, and decline to
make an exception for corneas donated
under legislative consent.

Although we believe the final rule
provides sufficient flexibility to allow
for the continued recovery of corneas
under legislative consent, we recognize
that there may be some difficulty in
communicating with the primary
treating physician without obtaining
permission from the deceased and/or
the family of the deceased, and that,
therefore, this final rule may have a
negative effect on the ability of medical
examiners and coroners to recover
corneas under State legislative consent
laws. However, given the potential for
corneas to transmit communicable
disease, including TSE, we have
concluded that making an exception
from the requirement for a donor
medical history interview in the case of
corneas obtained under legislative
consent is not justified.

This final rule represents the exercise
of a core Federal function: “* * *
prevent[ing] the introduction,
transmission, or spread of
communicable diseases from foreign
countries into the States or possessions,
or from one State or possession into any
other State or possession” (section
361(a) of the PHS Act; 42 U.S.C. 264).
To prevent the transmission of
communicable disease in the United
States, including the interstate
transmission of disease, uniform
national standards on donor testing and
screening are necessary. No State
official commented otherwise. For these
reasons, and for the reasons discussed
previously in this document, this rule is
consistent with the federalism
principles expressed in Executive Order
13132.

VII. The Paperwork Reduction Act of
1995

This final rule contains information
collection provisions that have been
reviewed by OMB under the Paperwork
Reduction Act of 1995 (the PRA) (44
U.S.C. 3501-3520). (OMB control
number 0910-0543 expires May 31,
2007.) A description of these provisions
is shown as follows with an estimate of
the annual reporting and recordkeeping
burden. Included in the estimate is the
time for reviewing the instructions,
searching existing data sources,
gathering and maintaining the data
needed, and completing and reviewing
each collection of information.

Title: Eligibility Determination for
Donors of Human Cells, Tissues, and
Cellular and Tissue-Based Products.

Description: Under the authority of
section 361 of the PHS Act, FDA is
requiring HCT/P establishments to
screen and test the donors of cells and
tissue used in those products for risk
factors for and clinical evidence of
relevant communicable disease agents
and diseases. FDA is requiring that
donor-eligibility determination
regulations apply to all establishments
described in § 1271.1(b). The
documented determination of whether a
donor is eligible or ineligible is made by
a responsible person and is based on the
results of required donor screening,
which includes a donor medical history
interview (§1271.3(n)), and testing
(§1271.50(a)). HCT/P establishments are
permitted to ship an HCT/P only if it is
accompanied by documentation of the
donor-eligibility determination
(§1271.55(a)). This requirement applies
to an HCT/P from a donor determined
to be eligible as well as to a product
from a donor who is determined to be
ineligible and made available for use
under certain provisions. The
accompanying documentation must
contain a summary of records used to
determine donor eligibility, and a
statement whether, based on the results
of the screening and testing of the
donor, the donor is determined to be
eligible or ineligible.

Records used in determining the
eligibility of a donor, i.e., results and
interpretations of screening and testing,
the donor eligibility determination, the
name and address of the testing
laboratory or laboratories, and the name
of the responsible person who made the
determination and the date, must be
maintained (§ 1271.55(d)(1)). If any
information on the donor is not in
English, the HCT/P establishment must
retain the original record and the
statement of authenticity from the
translator (§ 1271.55(d)(2)). HCT/P

establishments must retain the records
pertaining to HCT/Ps at least 10 years
after the date of administration,
distribution, disposition, or expiration,
whichever is latest (§1271.55(d)(4)).

When a product is shipped in
quarantine, before completion of
screening and testing, the HCT/P
establishment must provide the donor
identification, a statement that the
donor-eligibility determination is not
completed and that the product is not to
be used until eligibility determination is
completed (§ 1271.60(c)). With the use
of a product from an ineligible or
incompletely tested donor the following
information must accompany the
HCT/P: The results of any completed
donor screening and testing, and a list
of any required screening and testing
not completed. When using an HCT/P
from an ineligible donor, documentation
by the HCT/P establishment is required
showing that the recipient’s physician
received notification of the screening
and testing results (§§ 1271.60(d)(3) and
1271.65(b)(3)).

An HCT/P establishment also is
required to establish and maintain
procedures for all steps that are
performed in determining eligibility
(§1271.47(a)), including the use of a
product from a donor testing positive for
CMV (§1271.85(b)(2)). The HCT/P
establishment must record any
departure from the procedures
(§1271.47(d)).

These provisions are intended as
safeguards to prevent the transmission
of communicable diseases that may
occur with the use of cells and tissue
from infected donors. Through this
action FDA will improve its ability to
protect public health by controlling the
spread of communicable diseases.

Description of Respondents: HCT/P
establishments.

As required by section 3506(c)(2)(B)
of the PRA, we provided an opportunity
for public comment on the information
collection requirements of the proposed
rule (64 FR at 52715). Under the PRA,
OMB reserved approval of the
information collection burden in the
proposed rule stating that they will
make an assessment in light of public
comments received on the proposed
rule. One comment on the information
collection burden was submitted to the
docket.

(Comment 99) One comment states
that, although FDA invites comments on
whether the proposed collection of
information is necessary for the proper
performance of FDA’s functions,
including whether the information will
have practical utility, there are no data
supporting any practical utility of the
information collection, and that the
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estimated burden of the proposed
collection of information is extremely
low compared to the actual cost.
(Response) The reporting and
recordkeeping information collection
burdens are necessary to help ensure
that the objective of the regulations (i.e.,
to prevent the transmission of
communicable disease), is fulfilled. This
provides information to the consignee or

user of the product that the donor of the
product was adequately and
appropriately screened and tested for
evidence of specific disease agents. In
addition, this information allows FDA
to monitor the compliance of HCT/P
establishments with the regulations.
The data described in section V of the
proposed rule is not for the purpose of
supporting the practical utility of the

information collection, but for
demonstrating how the burden is
calculated. Although the comment
states that the calculated burden is low,
the comment did not offer additional
data in support of the comment.

We estimate the burden of this
collection of information as follows:

TABLE 8.—ESTIMATED ANNUAL REPORTING BURDEN!

21 CFR Section 'S\lgér?(;el?,?é qugr:gréseif:%e- TOtalsgxgﬁsueasl Re- Hours per Response Total Hours
1271.3(n) 1,302 60 78,136 1.0 78,136.0
1271.55(a) 1,235 787 972,417 0.5 486,208.5
1271.60(c) 1,069 208 222,417 0.5 111,208.5
Total 675,553.0
1There are no capital costs or operating and maintenance costs associated with this collection of information.
TABLE 9.—ESTIMATED ANNUAL RECORDKEEPING BURDEN
21 CFR Section No. of Record- gﬂgﬂgl Fre- Total Annual Hours per Total H
keepers Record-lzeggirng Records Record otal Hours
One-Time Burden (Creation of SOPs)
1271.47(a) and 1271.85(b)(2) 510 5 2,550 16 40,800
One-time Burden (Review of existing SOPs for
compliance) 792 5 3,960 8 31,680
SOP Update 1,302 5 6,510 2 13,020
1271.47(d) 1,102 1 1,102 1 1,102
1271.55(d)(4) 195 1 195 120 23,400
1271.50(a) 510 9 4,640 5 23,200
1271.55(d)(1) 329 162.85 53,579 1 53,579
1271.55(d)(2) 1,302 1 1,302 1 1,302
1271.60(d)(3) and 1271.65(0)(3) 1,302 1 1,302 2 2,604
Total 190,687

1There are no capital costs or operating and maintenance costs associated with this collection of information.

In the proposed rule, we
underestimated the number of
respondents. Based on updated
information from FDA'’s registration
data and trade organizations, we have
revised our estimate of establishments
to approximately 1,302 (i.e.,
approximately 166 conventional tissue
establishments, 134 eye tissue
establishments, 425 peripheral and cord
blood stem/progenitor cell
establishments, 510 reproductive tissue
establishments, and 67 manufacturers of
products regulated under the act and
section 351 of the PHS Act).

We also have adjusted our estimates
for the number of HCT/Ps annually
produced based on updated information
from industry provided to us at the time
we prepared the final rule.

Our burden estimates for the annual
frequency per response and average
hours per response are based on
institutional experience with
comparable reporting and recordkeeping
provisions for biological products.
These burden estimates have not
changed. Also, we are adding burden
estimates for §§1271.3(n) and 1271.47.

In estimating the burden, we
compared the regulations with the

current voluntary standards of a number
of industry organizations, such as,
AATB, EBAA, AABB, FACT, NMDP,
and the College of American
Pathologists, and the guidelines
provided by ASRM. In those cases
where a voluntary industry standard
appears to be equivalent to a regulation,
we assumed that any reporting or
recordkeeping burden is a customary
and usual business practice of HCT/P
establishments who are members of
those organizations and no additional
burden is calculated here.

Under § 1271.3(n), approximately
1,302 establishments (166 conventional
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tissue establishments, 134 eye tissue
establishments, 425 peripheral and cord
blood stem/progenitor cell
establishments, 510 reproductive tissue
establishments, and 67 manufacturers of
products regulated under the act and
section 351 of the PHS Act) are required
to have a documented medical history
interview about the donor’s medical
history and relevant social behavior as
part of the donor’s relevant medical
records for each of the estimated 78,136
donors (approximately 20,000
conventional tissue donors, 47,796 eye
tissue donors, 5,700 peripheral and cord
blood stem/progenitor cell donors, and
4,640 reproductive cell and tissue
donors). We estimate that the time to
conduct the interview with the donor, if
living, or with an individual able to
provide the information sought in the
interview, is 1 hour.

Under §1271.55(a), 972,417 HCT/Ps
(approximately 750,000 conventional
tissues, 94,186 eye tissues, 6,031
hematopoetic stem/progenitor cells, and
122,200 reproductive cells and tissues)
are distributed per year. The agency
estimates that, for each HCT/P, 1,235
establishments (1,302-67
establishments with approved
applications) will expend
approximately 0.5 hours to prepare the
summary of records. Conventional and
eye tissue establishment are currently
required to provide a summary of
records under §1270.33(d), which
§1271.55 replaces.

Under §1271.60(c), a record
consisting of donor identification and a
statement that the donor-eligibility
determination is not completed and that
the HCT/P is not to be used until the
determination is completed, must
accompany each HCT/P shipped under
quarantine. We estimate that
approximately 1,069 establishments
may ship an estimated 222,417 HCT/P
under quarantine and that the
preparation of the record would take
approximately 0.5 hours.

We assume that approximately 510
reproductive HCT/P establishments
would create 5 SOPs under
§§1271.47(a) and 1271.85(b)(2) for a
total of 2,550 records, and we estimate
that it would take 16 hours per new SOP
for a total of 40,800 hours as a 1-time
burden. We estimate that up to 5 SOPs
would already exist for 792 HCT/P
establishments as a result of complying
with current applicable regulations or
following industry organizational
standards, and that it would take each
establishment approximately 8 hours
per SOP to complete the review for
compliance with the requirements for a
total of 31,600 hours as a 1-time burden.

Once the SOPs are created, annual
SOP maintenance of existing SOPs is
estimated to involve 2 hours annually
per SOP for all HCT/P establishments.
Annual total hours for maintaining the
SOPs is estimated at 13,020.

Under §1271.47(d), an estimated
1,102 HCT/P establishments would take
approximately 1 hour to annually
document one departure from an SOP.

Under §1271.55(d)(4), we estimate
that 195 HCT/P establishments not
currently following existing industry
standards will expend 120 hours (10
hours per month) annually to maintain
records for 10 years.

Under §1271.50(a), documentation of
donor eligibility is required for the first
time for approximately 510 reproductive
tissue establishments. Out of a total of
1,302 establishments of HCT/Ps, there
would be no added burden for
approximately 792 other establishments
who document donor eligibility as usual
and customary business practice under
the trade organization standards. FDA
estimates that §1271.50(a) would
impose a new collection of information
requirement on 510 establishments of
reproductive HCT/Ps, each of which
would document the eligibility of an
estimated 9 donors per year, or 4,640
donors, expending approximately 5
hours per document.

Approximately 329 HCT/P
establishments would maintain
screening and testing records under
§1271.55(d)(1) for an estimated 53,579
donors, which would take
approximately one hour per donor.

For documents originally not in
English, approximately 1,302 HCT/P
establishments would maintain a record
of translation with an authenticity
statement by the translator and the
original documents. We estimate that it
would take one hour for each
establishment to maintain one such
document annually.

Under §§1271.60(d)(3) and
1271.65(b)(3), when an HCT/P that is
ineligible or not fully screened or tested
is used, approximately 1,302
establishments of HCT/Ps are required
to document the reason for using the
product, and notice of the results of
testing and screening to the physician.
The agency estimates that such
documentation would occur
approximately once annually per
establishments and that each
establishment would expend
approximately 2.0 hours to create such
document.

Under section 1320.3(c)(2) of the PRA,
the labeling requirements in proposed
§§1271.60(d)(2), 1271.65(b)(2),
1271.65(c)(1) and (c)(2), 1271.80(b)(1),
(b)(2), and (b)(3) and 1271.90(b), do not

constitute collection of information
because information required to be on
the labeling is originally supplied by
FDA to the establishments for the
purpose of disclosure to the public to
help ensure a safe supply of HCT/Ps and
protect public health.

The reporting of screening and testing
results to the physician in
§1271.60(d)(4) does not constitute
additional reporting burden because it is
calculated under the requirement for
§1271.55(a).

The information collection
requirements of the final rule have been
submitted to OMB for review. Before the
effective date of this final rule, we will
publish a notice in the Federal Register
announcing OMB’s decision to approve,
modify, or disapprove the information
collection provisions in this final rule.
An agency may not conduct or sponsor,
and a person is not required to respond
to, a collection of information unless it
displays a currently valid OMB control
number.
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List of Subjects
21 CFR Part 210

Drugs, Packaging and containers.
21 CFR Part 211

Drugs, Labeling, Laboratories,
Packaging and containers, Prescription
drugs, Reporting and recordkeeping
requirements, Warehouses.

21 CFR Part 820

Medical devices, Reporting and
recordkeeping requirements.

21 CFR Part 1271

Communicable diseases, HIV/AIDS,
Human cells, tissues, and cellular and
tissue-based products, Reporting and
recordkeeping requirements.

m Therefore, under the Federal Food,
Drug, and Cosmetic Act and the Public
Health Service Act, and under authority
delegated to the Commissioner of Food
and Drugs, chapter I of title 21 of the
Code of Federal Regulations is amended
as follows:

PART 210—CURRENT GOOD
MANUFACTURING PRACTICE IN
MANUFACTURING, PROCESSING,
PACKING, OR HOLDING OF DRUGS;
GENERAL

m 1. The authority citation for 21 CFR
part 210 is revised to read as follows:

Authority: 21 U.S.C. 321, 351, 352, 355,

360b, 371, 374; 42 U.S.C. 216, 262, 263a, 264.

m 2. Section 210.1 is amended by adding
paragraph (c) to read as follows:

§210.1 Status of current good
manufacturing practice regulations.
* * * * *

(c) Owners and operators of
establishments engaged in the recovery,
donor screening, testing (including
donor testing), processing, storage,
labeling, packaging, or distribution of
human cells, tissues, and cellular and
tissue-based products (HCT/Ps), as
defined in § 1271.3(d) of this chapter,
that are drugs (subject to review under
an application submitted under section
505 of the act or under a biological
product license application under
section 351 of the Public Health Service
Act), are subject to the donor-eligibility
and applicable current good tissue

practice procedures set forth in part
1271 subparts C and D of this chapter,
in addition to the regulations in this
part and in parts 211 through 226 of this
chapter. Failure to comply with any
applicable regulation set forth in this
part, in parts 211 through 226 of this
chapter, in part 1271 subpart C of this
chapter, or in part 1271 subpart D of this
chapter with respect to the manufacture,
processing, packing or holding of a
drug, renders an HCT/P adulterated
under section 501(a)(2)(B) of the act.
Such HCT/P, as well as the person who
is responsible for the failure to comply,
is subject to regulatory action.

m 3. Section 210.2 is revised to read as
follows:

§210.2 Applicability of current good
manufacturing practice regulations.

(a) The regulations in this part and in
parts 211 through 226 of this chapter as
they may pertain to a drug; in parts 600
through 680 of this chapter as they may
pertain to a biological product for
human use; and in part 1271 of this
chapter as they are applicable to a
human cell, tissue, or cellular or tissue-
based product (HCT/P) that is a drug
(subject to review under an application
submitted under section 505 of the act
or under a biological product license
application under section 351 of the
Public Health Service Act); shall be
considered to supplement, not
supersede, each other, unless the
regulations explicitly provide otherwise.
In the event of a conflict between
applicable regulations in this part and
in other parts of this chapter, the
regulation specifically applicable to the
drug product in question shall
supersede the more general.

(b) If a person engages in only some
operations subject to the regulations in
this part, in parts 211 through 226 of
this chapter, in parts 600 through 680 of
this chapter, and in part 1271 of this
chapter, and not in others, that person
need only comply with those
regulations applicable to the operations
in which he or she is engaged.

PART 211—CURRENT GOOD
MANUFACTURING PRACTICE FOR
FINISHED PHARMACEUTICALS

m 4. The authority citation for 21 CFR
part 211 is revised to read as follows:
Authority: 21 U.S.C. 321, 351, 352, 355,
360b, 371, 374; 42 U.S.C. 216, 262, 263a, 264.
m 5. Section 211.1 is amended by
revising paragraph (b) to read as follows:

§211.1 Scope.
* * * * *

(b) The current good manufacturing
practice regulations in this chapter as
they pertain to drug products; in parts
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600 through 680 of this chapter, as they
pertain to drugs that are also biological
products for human use; and in part
1271 of this chapter, as they are
applicable to drugs that are also human
cells, tissues, and cellular and tissue-
based products (HCT/Ps) and that are
drugs (subject to review under an
application submitted under section 505
of the act or under a biological product
license application under section 351 of
the Public Health Service Act);
supplement and do not supersede the
regulations in this part unless the

regulations explicitly provide otherwise.

In the event of a conflict between
applicable regulations in this part and
in other parts of this chapter, or in parts
600 through 680 of this chapter, or in
part 1271 of this chapter, the regulation
specifically applicable to the drug
product in question shall supersede the

more general.
* * * * *

PART 820—QUALITY SYSTEM
REGULATION

m 6. The authority citation for 21 CFR
part 820 is revised to read as follows:

Authority: 21 U.S.C. 351, 352, 360, 360c,
360d, 360e, 360h, 360i, 360j, 3601, 371, 374,
381, 383; 42 U.S.C. 216, 262, 263a, 264.

m 7. Section 820.1 is amended by adding
two sentences to the end of paragraph
(a)(1), and by revising paragraph (b) to
read as follows:

§820.1 Scope.

(a) Applicability. (1) * * *
Manufacturers of human cells, tissues,
and cellular and tissue-based products
(HCT/Ps), as defined in §1271.3(d) of
this chapter, that are medical devices
(subject to premarket review or
notification, or exempt from
notification, under an application
submitted under the device provisions
of the act or under a biological product
license application under section 351 of
the Public Health Service Act) are
subject to this part and are also subject
to the donor-eligibility procedures set
forth in part 1271 subpart C of this
chapter and applicable current good
tissue practice procedures in part 1271
subpart D of this chapter. In the event
of a conflict between applicable
regulations in part 1271 and in other
parts of this chapter, the regulation
specifically applicable to the device in
question shall supersede the more
general.

* * * * *

(b) The quality system regulation in
this part supplements regulations in
other parts of this chapter except where
explicitly stated otherwise. In the event
of a conflict between applicable

regulations in this part and in other
parts of this chapter, the regulations
specifically applicable to the device in
question shall supersede any other

generally applicable requirements.

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

m 8. The authority citation for 21 CFR
part 1271 is revised to read as follows:

Authority: 42 U.S.C. 216, 243, 263a, 264,
271.

§1271.1 [Amended]

m 9. Section 1271.1 What are the purpose
and scope for this part? is amended by
removing the phrase ‘“donor-suitability”
and adding in its place the phrase
“donor-eligibility”” wherever it appears.
m 10. Section 1271.3 is amended by
adding paragraphs (h) through (x) to read
as follows:

§1271.3 How does FDA define important
terms in this part?
* * * * *

(h) Biohazard legend appears on the
label as follows and is used to mark
HCT/Ps that present a known or
suspected relevant communicable
disease risk.

G

)/

BIOHAZARD

(i) Blood component means a product
containing a part of human blood
separated by physical or mechanical
means.

(j) Colloid means:

(1) A protein or polysaccharide
solution, such as albumin, dextran, or
hetastarch, that can be used to increase
or maintain osmotic (oncotic) pressure
in the intravascular compartment; or

(2) Blood components such as plasma
and platelets.

(k) Crystalloid means an isotonic salt
and/or glucose solution used for
electrolyte replacement or to increase
intravascular volume, such as saline
solution, Ringer’s lactate solution, or 5
percent dextrose in water.

(1) Directed reproductive donor means
a donor of reproductive cells or tissue
(including semen, oocytes, and embryos
to which the donor contributed the
spermatozoa or oocyte) to a specific
recipient, and who knows and is known

by the recipient before donation. The
term directed reproductive donor does
not include a sexually intimate partner
under §1271.90.

(m) Donor means a person, living or
dead, who is the source of cells or tissue
for an HCT/P.

(n) Donor medical history interview
means a documented dialog about the
donor’s medical history and relevant
social behavior, including activities,
behaviors, and descriptions considered
to increase the donor’s relevant
communicable disease risk:

(1) With the donor, if the donor is
living and able to participate in the
interview, or

(2) If not, with an individual or
individuals able to provide the
information sought in the interview
(e.g., the donor’s next-of-kin, the nearest
available relative, a member of the
donor’s household, an individual with
an affinity relationship, and/or the
primary treating physician).

(o) Physical assessment of a cadaveric
donor means a limited autopsy or recent
antemortem or postmortem physical
examination of the donor to assess for
signs of a relevant communicable
disease and for signs suggestive of any
risk factor for a relevant communicable
disease.

(p) Plasma dilution means a decrease
in the concentration of the donor’s
plasma proteins and circulating antigens
or antibodies resulting from the
transfusion of blood or blood
components and/or infusion of fluids.

(9) Quarantine means the storage or
identification of an HCT/P, to prevent
improper release, in a physically
separate area clearly identified for such
use, or through use of other procedures,
such as automated designation.

(r) Relevant communicable disease
agent or disease means:

(1)(d) For all human cells and tissues,
a communicable disease or disease
agent listed as follows:

(A) Human immunodeficiency virus,
types 1 and 2;

(B) Hepatitis B virus;

(C) Hepatitis C virus;

(D) Human transmissible spongiform
encephalopathy, including Creutzfeldt-
Jakob disease; and

(E) Treponema pallidum.

(ii) For viable, leukocyte-rich cells
and tissues, a cell-associated disease
agent or disease listed as follows:

(A) Human T-lymphotropic virus,
type I; and

(B) Human T-lymphotropic virus,
type II.

(iii) For reproductive cells or tissues,
a disease agent or disease of the
genitourinary tract listed as follows:

(A) Chlamydia trachomatis; and
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(B) Neisseria gonorrhea.

(2) A disease agent or disease not
listed in paragraph (r)(1) of this section:
(i) For which there may be a risk of
transmission by an HCT/P, either to the

recipient of the HCT/P or to those
people who may handle or otherwise
come in contact with it, such as medical
personnel, because the disease agent or
disease:

(A) Is potentially transmissible by an
HCT/P and

(B) Either of the following applies:

(1) The disease agent or disease has
sufficient incidence and/or prevalence
to affect the potential donor population,
or

(2) The disease agent or disease may
have been released accidentally or
intentionally in a manner that could
place potential donors at risk of
infection;

(ii) That could be fatal or life-
threatening, could result in permanent
impairment of a body function or
permanent damage to body structure, or
could necessitate medical or surgical
intervention to preclude permanent
impairment of body function or
permanent damage to a body structure;
and

(iii) For which appropriate screening
measures have been developed and/or
an appropriate screening test for donor
specimens has been licensed, approved,
or cleared for such use by FDA and is
available.

(s) Relevant medical records means a
collection of documents that includes a
current donor medical history
interview; a current report of the
physical assessment of a cadaveric
donor or the physical examination of a
living donor; and, if available, the
following:

(1) Laboratory test results (other than
results of testing for relevant
communicable disease agents required
under this subpart);

(2) Medical records;

(3) Coroner and autopsy reports; and

(4) Records or other information
received from any source pertaining to
risk factors for relevant communicable
disease (e.g., social behavior, clinical
signs and symptoms of relevant
communicable disease, and treatments
related to medical conditions suggestive
of risk for relevant communicable
disease).

(t) Responsible person means a person
who is authorized to perform designated
functions for which he or she is trained
and qualified.

(u) Urgent medical need means that
no comparable HCT/P is available and
the recipient is likely to suffer death or
serious morbidity without the HCT/P.

(v) Act means the Federal Food, Drug,
and Cosmetic Act.

(w) PHS Act means the Public Health
Service Act.

(x) FDA means the Food and Drug
Administration.
m 11. Part 1271 is amended by adding
subpart C, consisting of §§1271.45
through 1271.90, to read as follows:

Subpart C—Donor Eligibility

Sec.

1271.45 What requirements does this
subpart contain?

1271.47 What procedures must I
establish and maintain?

1271.50 How do I determine whether
a donor is eligible?

1271.55 What records must
accompany an HCT/P after the donor-
eligibility determination is complete;
and what records must I maintain?

1271.60 What quarantine and other
requirements apply before the donor-
eligibility determination is complete?

1271.65 How do I store an HCT/P
from a donor determined to be
ineligible, and what uses of the HCT/P
are not prohibited?

1271.75 How do I screen a donor?

1271.80 What are the general
requirements for donor testing?

1271.85 What donor testing is
required for different types of cells and
tissues?

1271.90 Are there exceptions from the
requirement of determining donor
eligibility, and what labeling
requirements apply?

Subpart C—Donor Eligibility

§1271.45 What requirements does this
subpart contain?

(a) General. This subpart sets out
requirements for determining donor
eligibility, including donor screening
and testing. The requirements contained
in this subpart are a component of
current good tissue practice (CGTP)
requirements.

(b) Donor-eligibility determination
required. A donor-eligibility
determination, based on donor
screening and testing for relevant
communicable disease agents and
diseases, is required for all donors of
cells or tissue used in HCT/Ps, except as
provided under § 1271.90. In the case of
an embryo or of cells derived from an
embryo, a donor-eligibility
determination is required for both the
oocyte donor and the semen donor.

(c) Prohibition on use. An HCT/P
must not be implanted, transplanted,
infused, or transferred until the donor
has been determined to be eligible,
except as provided under §§ 1271.60(d),
1271.65(b), and 1271.90 of this subpart.

(d) Applicability of requirements. If
you are an establishment that performs

any function described in this subpart,
you must comply with the requirements
contained in this subpart that are
applicable to that function.

§1271.47 What procedures must |
establish and maintain?

(a) General. You must establish and
maintain procedures for all steps that
you perform in testing, screening,
determining donor eligibility, and
complying with all other requirements
of this subpart. Establish and maintain
means define, document (in writing or
electronically), and implement; then
follow, review, and as needed, revise on
an ongoing basis. You must design these
procedures to ensure compliance with
the requirements of this subpart.

(b) Review and approval. Before
implementation, a responsible person
must review and approve all
procedures.

(c) Availability. Procedures must be
readily available to the personnel in the
area where the operations to which they
relate are performed, or in a nearby area
if such availability is impractical.

(d) Departures from procedures. You
must record and justify any departure
from a procedure relevant to preventing
risks of communicable disease
transmission at the time of its
occurrence. You must not make
available for distribution any HCT/P
from a donor whose eligibility is
determined under such a departure
unless a responsible person has
determined that the departure does not
increase the risks of communicable
disease transmission through the use of
the HCT/P.

(e) Standard procedures. You may
adopt current standard procedures, such
as those in a technical manual prepared
by another organization, provided that
you have verified that the procedures
are consistent with and at least as
stringent as the requirements of this part
and appropriate for your operations.

§1271.50 How do | determine whether a
donor is eligible?

(a) Determination based on screening
and testing. If you are the establishment
responsible for making the donor-
eligibility determination, you must
determine whether a donor is eligible
based upon the results of donor
screening in accordance with §1271.75
and donor testing in accordance with
§§1271.80 and 1271.85. A responsible
person, as defined in § 1271.3(t), must
determine and document the eligibility
of a cell or tissue donor.

(b) Eligible donor. A donor is eligible
under these provisions only if:

(1) Donor screening in accordance
with § 1271.75 indicates that the donor:
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(i) Is free from risk factors for, and
clinical evidence of, infection due to
relevant communicable disease agents
and diseases; and

(ii) Is free from communicable disease
risks associated with
xenotransplantation; and

(2) The results of donor testing for
relevant communicable disease agents
in accordance with §§1271.80 and
1271.85 are negative or nonreactive,
except as provided in §1271.80(d)(1).

§1271.55 What records must accompany
an HCT/P after the donor-eligibility
determination is complete; and what
records must | retain?

(a) Accompanying records. Once a
donor-eligibility determination has been
made, the following must accompany
the HCT/P at all times:

(1) A distinct identification code
affixed to the HCT/P container, e.g.,
alphanumeric, that relates the HCT/P to
the donor and to all records pertaining
to the HCT/P and, except in the case of
autologous or directed reproductive
donations, does not include an
individual’s name, social security
number, or medical record number;

(2) A statement whether, based on the
results of screening and testing, the
donor has been determined to be
eligible or ineligible; and

(3) A summary of the records used to
make the donor-eligibility
determination.

(b) Summary of records. The summary
of records required by paragraph (a)(3)
of this section must contain the
following information:

(1) A statement that the
communicable disease testing was
performed by a laboratory:

(i) Certified to perform such testing on
human specimens under the Clinical
Laboratory Improvement Amendments
of 1988 (42 U.S.C. 263a) and 42 CFR
part 493; or

(ii) That has met equivalent
requirements as determined by the
Centers for Medicare and Medicaid
Services in accordance with those
provisions;

(2) A listing and interpretation of the
results of all communicable disease tests
performed;

(3) The name and address of the
establishment that made the donor-
eligibility determination; and

(4) In the case of an HCT/P from a
donor who is ineligible based on
screening and released under paragraph
(b) of §1271.65, a statement noting the
reason(s) for the determination of
ineligibility.

(c) Deletion of personal information.
The accompanying records required by
this section must not contain the

donor’s name or other personal
information that might identify the
donor.

(d) Record retention requirements.

(1) You must maintain documentation
of:

(i) Results and interpretation of all
testing for relevant communicable
disease agents in compliance with
§§1271.80 and 1271.85, as well as the
name and address of the testing
laboratory or laboratories;

(i) Results and interpretation of all
donor screening for communicable
diseases in compliance with § 1271.75;
and

(iii) The donor-eligibility
determination, including the name of
the responsible person who made the
determination and the date of the
determination.

(2) All records must be accurate,
indelible, and legible. Information on
the identity and relevant medical
records of the donor, as defined in
§1271.3(s), must be in English or, if in
another language, must be retained and
translated to English and accompanied
by a statement of authenticity by the
translator that specifically identifies the
translated document.

(3) You must retain required records
and make them available for authorized
inspection by or upon request from
FDA. Records that can be readily
retrieved from another location by
electronic means are considered
“retained.”

(4) You must retain the records
pertaining to a particular HCT/P at least
10 years after the date of its
administration, or if the date of
administration is not known, then at
least 10 years after the date of the
HCT/P’s distribution, disposition, or
expiration, whichever is latest.

§1271.60 What quarantine and other
requirements apply before the donor-
eligibility determination is complete?

(a) Quarantine. You must keep an
HCT/P in quarantine, as defined in
§1271.3(q), until completion of the
donor-eligibility determination required
by §1271.50. You must quarantine
semen from anonymous donors until the
retesting required under § 1271.85(d) is
complete.

(b) Identification of HCT/Ps in
quarantine. You must clearly identify as
quarantined an HCT/P that is in
quarantine pending completion of a
donor-eligibility determination. The
quarantined HCT/P must be easily
distinguishable from HCT/Ps that are
available for release and distribution.

(c) Shipping of HCT/Ps in quarantine.
If you ship an HCT/P before completion
of the donor-eligibility determination,

you must keep it in quarantine during
shipment. The HCT/P must be
accompanied by records:

(1) Identifying the donor (e.g., by a
distinct identification code affixed to
the HCT/P container);

(2) Stating that the donor-eligibility
determination has not been completed;
and

(3) Stating that the product must not
be implanted, transplanted, infused, or
transferred until completion of the
donor-eligibility determination, except
under the terms of paragraph (d) of this
section.

(d) Use in cases of urgent medical
need.

(1) This subpart C does not prohibit
the implantation, transplantation,
infusion, or transfer of an HCT/P from
a donor for whom the donor-eligibility
determination is not complete if there is
a documented urgent medical need for
the HCT/P, as defined in § 1271.3(u).

(2) If you make an HCT/P available for
use under the provisions of paragraph
(d)(1) of this section, you must
prominently label it “NOT
EVALUATED FOR INFECTIOUS
SUBSTANCES,” and ‘“WARNING:
Advise patient of communicable disease
risks.” The following information must
accompany the HCT/P:

(i) The results of any donor screening
required under § 1271.75 that has been
completed;

(ii) The results of any testing required
under §1271.80 or 1271.85 that has
been completed; and

(iii) A list of any screening or testing
required under § 1271.75, 1271.80 or
1271.85 that has not yet been
completed.

(3) If you are the establishment that
manufactured an HCT/P used under the
provisions of paragraph (d)(1) of this
section, you must document that you
notified the physician using the HCT/P
that the testing and screening were not
complete.

(4) In the case of an HCT/P used for
an urgent medical need under the
provisions of paragraph (d)(1) of this
section, you must complete the donor-
eligibility determination during or after
the use of the HCT/P, and you must
inform the physician of the results of
the determination.

§1271.65 How do | store an HCT/P from a
donor determined to be ineligible, and what
uses of the HCT/P are not prohibited?

(a) Storage. If you are the
establishment that stores the HCT/P,
you must store or identify HCT/Ps from
donors who have been determined to be
ineligible in a physically separate area
clearly identified for such use, or follow
other procedures, such as automated
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designation, that are adequate to prevent
improper release until destruction or
other disposition of the HCT/P in
accordance with paragraph (b) or (c) of
this section.

(b) Limited uses of HCT/P from
ineligible donor.

(1) An HCT/P from a donor who has
been determined to be ineligible, based
on the results of required testing and/or
screening, is not prohibited by subpart
C of this part from use for implantation,
transplantation, infusion, or transfer
under the following circumstances:

(i) The HCT/P is for allogeneic use in
a first-degree or second-degree blood
relative;

(ii) The HCT/P consists of
reproductive cells or tissue from a
directed reproductive donor, as defined
in §1271.3(1); or

(iii) There is a documented urgent
medical need as defined in § 1271.3(u).

(2) You must prominently label an
HCT/P made available for use under the
provisions of paragraph (b)(1) of this
section with the Biohazard legend
shown in §1271.3(h) with the statement
“WARNING: Advise patient of
communicable disease risks,” and, in
the case of reactive test results,
“WARNING: Reactive test results for
(name of disease agent or disease).”” The
HCT/P must be accompanied by the
records required under § 1271.55.

(3) If you are the establishment that
manufactured an HCT/P used under the
provisions of paragraph (b)(1) of this
section, you must document that you
notified the physician using the HCT/P
of the results of testing and screening.

(c) Nonclinical use. You may make
available for nonclinical purposes an
HCT/P from a donor who has been
determined to be ineligible, based on
the results of required testing and/or
screening, provided that it is labeled:

(1) “For Nonclinical Use Only” and

(2) With the Biohazard legend shown
in § 1271.3(h).

§1271.75 How do | screen a donor?

(a) All donors. Except as provided
under § 1271.90, if you are the
establishment that performs donor
screening, you must screen a donor of
cells or tissue by reviewing the donor’s
relevant medical records for:

(1) Risk factors for, and clinical
evidence of, relevant communicable
disease agents and diseases, including:

(i) Human immunodeficiency virus;

(ii) Hepatitis B virus;

(iii) Hepatitis C virus;

(iv) Human transmissible spongiform
encephalopathy, including Creutzfeldt-
Jakob disease;

(v) Treponema ﬁalh’dum; and

(2) Communicable disease risks
associated with xenotransplantation.

(b) Donors of viable, leukocyte-rich
cells or tissue. In addition to the
relevant communicable disease agents
and diseases for which screening is
required under paragraph (a) of this
section, and except as provided under
§1271.90, you must screen the donor of
viable, leukocyte-rich cells or tissue by
reviewing the donor’s relevant medical
records for risk factors for and clinical
evidence of relevant cell-associated
communicable disease agents and
diseases, including Human T-
lymphotropic virus.

(c) Donors of reproductive cells or
tissue. In addition to the relevant
communicable disease agents and
diseases for which screening is required
under paragraphs (a) and (b) of this
section, as applicable, and except as
provided under § 1271.90, you must
screen the donor of reproductive cells or
tissue by reviewing the donor’s relevant
medical records for risk factors for and
clinical evidence of infection due to
relevant communicable diseases of the
genitourinary tract. Such screening must
include screening for the communicable
disease agents listed in paragraphs (c)(1)
and (c)(2) of this section. However, if
the reproductive cells or tissues are
recovered by a method that ensures
freedom from contamination of the cells
or tissue by infectious disease organisms
that may be present in the genitourinary
tract, then screening for the
communicable disease agents listed in
paragraphs (c)(1) and (c)(2) of this
section is not required. Communicable
disease agents of the genitourinary tract
for which you must screen include:

(1) Chlamydia trachomatis; and
(2) Neisseria gonorrhea.

(d) Ineligible donors. You must
determine ineligible a donor who is
identified as having either of the
following:

(1) A risk factor for or clinical
evidence of any of the relevant
communicable disease agents or
diseases for which screening is required
under paragraphs (a)(1)(i), (b), or (c) of
this section; or

(2) Any communicable disease risk
associated with xenotransplantation.

(e) Abbreviated procedure for repeat
donors. If you have performed a
complete donor screening procedure on
a living donor within the previous 6
months, you may use an abbreviated
donor screening procedure on repeat
donations. The abbreviated procedure
must determine and document any
changes in the donor’s medical history
since the previous donation that would
make the donor ineligible, including
relevant social behavior.

§1271.80 What are the general
requirements for donor testing?

(a) Testing for relevant communicable
diseases is required. To adequately and
appropriately reduce the risk of
transmission of relevant communicable
diseases, and except as provided under
§1271.90, if you are the establishment
that performs donor testing, you must
test a donor specimen for evidence of
infection due to communicable disease
agents in accordance with paragraph (c)
of this section. You must test for those
communicable disease agents specified
in § 1271.85. In the case of a donor 1
month of age or younger, you must test
a specimen from the birth mother
instead of a specimen from the donor.

(b) Timing of specimen collection.
You must collect the donor specimen at
the time of recovery of cells or tissue
from the donor. However, if collection
at the time of recovery is not feasible,
then you may collect the donor
specimen up to 7 days before or after
recovery or, for donors of peripheral
blood stem/progenitor cells only, up to
30 days before recovery. In the case of
a repeat semen donor from whom a
specimen has already been collected
and tested, and for whom retesting is
required under § 1271.85(d), you are not
required to collect a donor specimen at
the time of each donation.

(c) Tests. You must test using
appropriate FDA-licensed, approved, or
cleared donor screening tests, in
accordance with the manufacturer’s
instructions, to adequately and
appropriately reduce the risk of
transmission of relevant communicable
disease agents or diseases; however,
until such time as appropriate FDA-
licensed, approved, or cleared donor
screening tests for Chlamydia
trachomatis and for Neisseria gonorrhea
are available, you must use FDA-
licensed, approved, or cleared tests
labeled for the detection of those
organisms in an asymptomatic, low-
prevalence population. You must use a
test specifically labeled for cadaveric
specimens instead of a more generally
labeled test when applicable and when
available. Required testing under this
section must be performed by a
laboratory that either is certified to
perform such testing on human
specimens under the Clinical Laboratory
Improvement Amendments of 1988 (42
U.S.C. 263a) and 42 CFR part 493, or has
met equivalent requirements as
determined by the Centers for Medicare
and Medicaid Services.

(d) Ineligible donors. You must
determine the following donors to be
ineligible:

(1) A donor whose specimen tests
reactive on a screening test for a
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communicable disease agent in
accordance with § 1271.85, except for a
donor whose specimen tests reactive on
a non-treponemal screening test for
syphilis and negative on a specific
treponemal confirmatory test;

(2)(i) A donor in whom plasma
dilution sufficient to affect the results of
communicable disease testing is
suspected, unless:

(A) You test a specimen taken from
the donor before transfusion or infusion
and up to 7 days before recovery of cells
or tissue; or

(B) You use an appropriate algorithm
designed to evaluate volumes
administered in the 48 hours before
specimen collection, and the algorithm
shows that plasma dilution sufficient to
affect the results of communicable
disease testing has not occurred.

(ii) Clinical situations in which you
must suspect plasma dilution sufficient
to affect the results of communicable
disease testing include but are not
limited to the following:

(A) Blood loss is known or suspected
in a donor over 12 years of age, and the
donor has received a transfusion or
infusion of any of the following, alone
or in combination:

(1) More than 2,000 milliliters (mL) of
blood (e.g., whole blood, red blood
cells) or colloids within 48 hours before
death or specimen collection, whichever
occurred earlier, or

(2) More than 2,000 mL of crystalloids
within 1 hour before death or specimen
collection, whichever occurred earlier.

(B) Regardless of the presence or
absence of blood loss, the donor is 12
years of age or younger and has received
a transfusion or infusion of any amount
of any of the following, alone or in
combination:

(1) Blood (e.g., whole blood, red blood
cells) or colloids within 48 hours before
death or specimen collection, whichever
occurred earlier, or

(2) Crystalloids within 1 hour before
death or specimen collection, whichever
occurred earlier.

§1271.85 What donor testing is required
for different types of cells and tissues?

(a) All donors. To adequately and
appropriately reduce the risk of
transmission of relevant communicable
diseases, and except as provided under
§1271.90, you must test a specimen
from the donor of cells or tissue,
whether viable or nonviable, for
evidence of infection due to relevant
communicable disease agents,
including:

(1) Human immunodeficiency virus,
type 1;

(2) Human immunodeficiency virus,

type 2;

(3) Hepatitis B virus;

(4) Hepatitis C virus; and

(5) Treponema pallidum.

(b) Donors of viable, leukocyte-rich
cells or tissue. In addition to the
relevant communicable disease agents
for which testing is required under
paragraph (a) of this section, and except
as provided under § 1271.90,

(1) You must test a specimen from the
donor of viable, leukocyte-rich cells or
tissue to adequately and appropriately
reduce the risk of transmission of
relevant cell-associated communicable
diseases, including:

(i) Human T-lymphotropic virus, type
I; and

(ii) Human T-lymphotropic virus,
type 1L

(2) You must test a specimen from the
donor of viable, leukocyte-rich cells or
tissue for evidence of infection due to
cytomegalovirus (CMV), to adequately
and appropriately reduce the risk of
transmission. You must establish and
maintain a standard operating
procedure governing the release of an
HCT/P from a donor whose specimen
tests reactive for CMV.

(c) Donors of reproductive cells or
tissue. In addition to the communicable
disease agents for which testing is
required under paragraphs (a) and (b) of
this section, as applicable, and except as
provided under § 1271.90, you must test
a specimen from the donor of
reproductive cells or tissue to
adequately and appropriately reduce the
risk of transmission of relevant
communicable disease agents of the
genitourinary tract. Such testing must
include testing for the communicable
disease agents listed in paragraphs (c)(1)
and (c)(2) of this section. However, if
the reproductive cells or tissues are
recovered by a method that ensures
freedom from contamination of the cells
or tissue by infectious disease organisms
that may be present in the genitourinary
tract, then testing for the communicable
disease agents listed in paragraphs (c)(1)
and (c)(2) of this section is not required.
Communicable disease agents of the
genitourinary tract for which you must
test include:

(1) Chlamydia trachomatis; and

(2) Neisseria gonorrhea.

(d) Retesting anonymous semen
donors. Except as provided under
§1271.90 and except for directed
reproductive donors as defined in
§1271.3(1), at least 6 months after the
date of donation of semen from
anonymous donors, you must collect a
new specimen from the donor and test
it for evidence of infection due to the
communicable disease agents for which
testing is required under paragraphs (a),
(b), and (c) of this section.

(e) Dura mater. For donors of dura
mater, you must perform an adequate
assessment designed to detect evidence
of transmissible spongiform
encephalopathy.

§1271.90 Are there exceptions from the
requirement of determining donor eligibility,
and what labeling requirements apply?

(a) Donor-eligibility determination not
required. You are not required to make
a donor-eligibility determination under
§1271.50 or to perform donor screening
or testing under §§ 1271.75, 1271.80 and
1271.85 for:

(1) Cells and tissues for autologous
use; or

(2) Reproductive cells or tissue
donated by a sexually intimate partner
of the recipient for reproductive use; or

(3) Cryopreserved cells or tissue for
reproductive use, originally exempt
under paragraph (a)(1) or (a)(2) at the
time of donation, that are subsequently
intended for directed donation,
provided that

(i) Additional donations are
unavailable, for example, due to the
infertility or health of a donor of the
cryopreserved reproductive cells or
tissue; and

(ii) Appropriate measures are taken to
screen and test the donor(s) before
transfer to the recipient.

(b) Required labeling. You must
prominently label an HCT/P listed in
paragraph (a) of this section:

(1) “FOR AUTOLOGOUS USE
ONLY,” if it is stored for autologous
use;

(2) “NOT EVALUATED FOR
INFECTIOUS SUBSTANCES” and
“WARNING: Advise patient of
communicable disease risks,” unless
you have performed all otherwise
applicable screening and testing under
§§1271.75, 1271.80, and 1271.85; and

(3) With the Biohazard legend shown
in §1271.3(h), with the statement
“WARNING: Advise patient of
communicable disease risks,” and, in
the case of reactive test results,
“WARNING: Reactive test results for
(name of disease agent or disease)” if
the results of any screening or testing
performed indicate:

(i) The presence of relevant
communicable disease agents and/or

(ii) Risk factors for or clinical
evidence of relevant communicable
disease agents or diseases.
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Dated: March 10, 2004.
Lester M. Crawford,
Acting Commissioner for Food and Drugs.

Dated: March 10, 2004.
Tommy G. Thompson,
Secretary of Health and Human Services.
[FR Doc. 04—11245 Filed 5—-20-04; 8:45 am]
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