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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration

21 CFR Part 1271
[Docket No. 97N-484P]

Current Good Tissue Practice for
Manufacturers of Human Cellular and
Tissue-Based Products; Inspection
and Enforcement

AGENCY: Food and Drug Administration,
HHS.

ACTION: Proposed rule.

SUMMARY: The Food and Drug
Administration (FDA) is proposing new
regulations to require manufacturers to
follow current good tissue practice,
which includes methods used in, and
the facilities and controls used for, the
manufacture of human cellular and
tissue-based products; recordkeeping;
and the establishment of a quality
program. The agency is also proposing
new regulations pertaining to labeling,
reporting, inspections, and enforcement
that will apply to manufacturers of
those human cellular and tissue-based
products that the agency is proposing to
regulate solely under the authority of
the Public Health Service Act (PHS Act)
and not as biological drugs or as
devices. The agency’s actions are
intended to improve protection of the
public health while permitting
significant innovation and keeping
regulatory burden to a minimum.
DATES: Submit written comments on the
proposed rule by May 8, 2001. Submit
written comments on the information
collection provisions by February 7,
2001.

ADDRESSES: Submit written comments
to the Dockets Management Branch
(HFA-305), Food and Drug
Administration, 5630 Fishers Lane, rm.
1061, Rockville, MD 20852. Submit
written comments on the information
collection provisions to the Office of
Information and Regulatory Affairs,
OMB, New Executive Office Bldg., 725
17th St. NW., Washington, DC 20503,
Attn: Wendy Taylor, Desk Officer for
FDA.

FOR FURTHER INFORMATION CONTACT:
Paula S. McKeever, Center for Biologics
Evaluation and Research (HFM—-17),
Food and Drug Administration, 1401
Rockville Pike, suite 200N, Rockville,
MD 20852-1448, 301-827—-6210.
SUPPLEMENTARY INFORMATION:

I. Introduction

FDA is in the process of establishing
a comprehensive new system for

regulating human cellular and tissue-
based products. In an earlier related
rulemaking, the agency proposed to
define a human cellular or tissue-based
product as a “product containing or
consisting of human cells or tissues that
is intended for implantation,
transplantation, infusion, or transfer
into a human recipient * * *”
(“Suitability Determination for Donors
of Human Cellular and Tissue-based
Products,” proposed rule (64 FR 52696,
September 30, 1999), hereinafter
“donor-suitability proposed rule”).
“Transfer” is a term used with respect
to reproductive cells and tissues, and
has also been defined in another related
proposal (“Establishment Registration
and Listing for Manufacturers of Human
Cellular and Tissue-based Products,”
proposed rule (63 FR 26744 at 26754,
May 14, 1998), hereinafter “registration
proposed rule”).

Examples of human cellular and
tissue-based products include cadaveric
ligaments, skin, bone, dura mater, heart
valves, corneas, blood hematopoietic
stem cells, manipulated autologous
chondrocytes, and spermatozoa. Certain
exclusions from the definition of human
cellular and tissue-based products may
be applicable and have been discussed
in earlier rulemakings (registration
proposed rule, 63 FR 26744 at 26748;
donor-suitability proposed rule, 64 FR
52696 at 52700).

The regulations now being proposed
would require all human cellular and
tissue-based products to be
manufactured in compliance with
current good tissue practice (CGTP). The
proposal also contains provisions
relating to establishment inspection and
enforcement, as well as certain labeling
and reporting requirements, which
would be applicable to those human
cellular and tissue-based products that
the agency is proposing to regulate
solely under the authority of section 361
of the PHS Act and not as biological
drugs or devices.

The agency also requests consultation
from the States on any preemption
issues raised by the proposed CGTP
rule, specifically with regard to: (1) the
need for CGTP requirements to prevent
communicable disease transmission
through human cellular and tissue-
based products; (2) alternatives that
would limit the scope of such national
requirements or otherwise preserve
State prerogatives and authority; and (3)
any other issues raised by this proposed
rule that could affect State laws and
authorities.

A. Background

In February 1997, FDA proposed a
new, comprehensive approach to the

regulation of human cellular and tissue-
based products. The agency announced
its regulatory plans in two documents:
“Reinventing the Regulation of Human
Tissue” and “A Proposed Approach to
the Regulation of Cellular and Tissue-
based Products” (hereinafter ‘“proposed
approach document”). FDA requested
written comments on its proposed
approach and, on March 17, 1997, held
a public meeting to solicit information
and views from the interested public (62
FR 9721, March 4, 1997).

Since that time, the agency has
published two proposed rules that
would implement aspects of the
proposed approach. On May 14, 1998,
the agency proposed regulations that
would create a new, unified system for
registering establishments that
manufacture human cellular and tissue-
based products and for listing their
products (registration proposed rule at
63 FR 26744). On September 30, 1999,
FDA proposed regulations that would
require most cell and tissue donors to be
tested and screened for relevant
communicable diseases (donor-
suitability proposed rule at 64 FR 52696
at 52719).

With the present rulemaking, the
agency is completing the set of
proposals that would implement the
new regulatory scheme. In the proposed
approach document, the agency stated
that it would require that cells and
tissues be handled according to
procedures designed to prevent
contamination and to preserve tissue
function and integrity. Thus, the agency
is now proposing to require that
establishments that manufacture human
cellular or tissue-based products comply
with CGTP, which would include,
among other things, proper handling,
processing, labeling, and recordkeeping
procedures. In addition, the proposed
regulations would require each
establishment to maintain a “quality
program’’ to ensure compliance with
CGTP.

The proposed CGTP regulations
would be contained in title 21 CFR in
new part 1271, along with provisions
relating to establishment registration
and donor suitability that have been
proposed previously. Subpart A of part
1271 would set forth scope and purpose
as well as definitions. Subpart B of part
1271 would contain registration
procedures. Subpart C of part 1271
would set forth provisions for the
screening and testing of donors in order
to determine their suitability. Subpart D
of part 1271 would contain the
provisions on CGTP now being
proposed. Subpart E of part 1271 would
contain certain labeling and reporting
requirements and subpart F of part 1271
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would contain the inspection and
enforcement provisions applicable to
those human cellular and tissue-based
products regulated solely under the
authority of section 361 of the PHS Act.
The agency proposes to revoke part
1270 (21 CFR part 1270), which will be
superseded by new part 1271.

B. The Tiered, Risk-Based Regulatory
Approach

The proposed approach document set
out a tiered regulatory scheme, under
which human cellular and tissue-based
products would be subject to an
appropriate level of regulation based on
the degree of risk and the necessity for
FDA review. Certain human cellular and
tissue-based products (e.g., tissues that
are more than minimally manipulated)
would be regulated as biological drugs
or medical devices under the Federal
Food, Drug, and Cosmetic Act (the act)
and/or section 351 of the PHS Act (42
U.S.C. 262), and thus would be subject
to premarket review procedures, among
other requirements. FDA is proposing to
regulate other human cellular and
tissue-based products solely under the
authority of section 361 of the PHS Act
(42 U.S.C. 264), which authorizes the
agency to issue regulations to prevent
the introduction, transmission, or
spread of communicable diseases.
(These products are referred to in this
document as “361 products.”)

The proposed tissue regulations
would apply to a wide range of human
cells and tissues. To simplify
terminology, the proposed regulations
refer generally to all human cells and
tissues, including reproductive tissue,
as “products,” and refer to persons who
recover, screen, test, process, store,
label, package, or distribute human
cellular and tissue-based products as
“manufacturers.” The term “product” is
a term of art coined under Section 351
of the PHS Act, i.e., “biological
product,” while the term
“manufacturer” is used in FDA’s
current regulations that affect biological
products, drugs, and devices. However,
Section 361 of the PHS Act, which gives
FDA the authority to make and enforce
regulations to prevent the spread of
communicable disease, does not require
use of the term “product” to define its
scope. The agency has received
comments to the first two proposed
rules to implement the proposed
approach objecting to the use of the
terms “product” and “manufacturer” as
applied to human cells and tissues. In
finalizing these rules, the agency will
consider whether alternative
terminology to describe the scope of the
regulations should be used.

FDA anticipates that determining the
regulatory process for certain cellular
and tissue-based products may be
complicated. To help answer questions
about how a particular cellular or tissue-
based product will be regulated, the
agency developed the Tissue Reference
Group (TRG). The TRG is composed of:
(1) Three representatives from the
Center for Biologics Evaluation and
Research (CBER); (2) three
representatives from the Center for
Devices and Radiological Health
(CDRH); (3) the product jurisdictional
officer from each Center; and (4) a
liaison from the agency’s Office of the
Chief Mediator and Ombudsman
(OCMO), a nonvoting member. Other
FDA staff attend the TRG meetings as
needed to discuss issues related to
products in their area of expertise. The
TRG provides a single reference point
and makes recommendations to the
center directors regarding product
jurisdiction of specific tissue.

In addition, FDA recognizes that
further public discussion of how the
proposed tissue regulations would be
applied to certain categories of human
cells and tissues may be warranted due
to the complexity or sensitivity of the
issues. For example, the agency held a
public meeting to discuss how proposed
definitions for “minimally
manipulated”” and “homologous use”
should be applied to human bone
allograft products on August 2, 2000.
FDA intends to provide further
opportunities for public discussion of
how the regulatory approach should be
applied to reproductive cells and tissue.
FDA anticipates that there may be
additional needs for discussion through
public meetings, public hearings, or
guidance as the agency implements the
new regulations. The regulatory
categories applicable to human cellular
and tissue-based products are discussed
in greater detail in the registration and
donor-suitability proposed rules (63 FR
26744 at 26746; 64 FR 52696 at 52698).

Under the regulatory scheme being
proposed at part 1271, all human
cellular and tissue-based products,
regardless of the regulatory category in
which they belong, would be subject to
certain core requirements designed to
address concerns common to all such
products. (These core requirements will
cover registration procedures, donor
testing and screening, and CGTP, and
will be in subparts B, C, and D of part
1271.) Because of their nature as
derivatives of the human body, all
human cellular and tissue-based
products pose a potential risk of
transmitting communicable diseases.
Thus, the donor-suitability proposed
rule would require that most cell and

tissue donors be tested and screened for
evidence of relevant communicable-
disease infection. Similarly, the CGTP
regulations now being proposed are
designed to prevent the introduction,
transmission, and spread of
communicable diseases. For example,
compliance with CGTP would require
such precautions as cleaning of facilities
and equipment, storage procedures
designed to prevent product mix-ups,
and controls over processing to prevent
product contamination and impairment
to function or integrity.

Those human cellular or tissue-based
products regulated solely under the
authority of section 361 of the PHS Act
would be subject only to the
requirements contained in part 1271. In
contrast, human cellular or tissue-based
products regulated as devices or
biological drugs would be subject not
only to the core requirements contained
in subparts B, C, and D of part 1271, but
also to other applicable statutory and
regulatory requirements.

C. Legal Authority

FDA is proposing to issue these new
regulations under the authority of
section 361 of the PHS Act. Under
section 361 of the PHS Act, FDA may
make and enforce regulations necessary
to prevent the introduction,
transmission, or spread of
communicable diseases between the
States or from foreign countries into the
States. (See sec. 1, Reorg. Plan No. 3 of
1966 at 42 U.S.C. 202 for delegation of
section 361of the PHS Act authority
from the Surgeon General to the
Secretary, Health and Human Services;
see 21 CFR 5.10(a)(4) for delegation
from the Secretary to FDA.) Intrastate
transactions may also be regulated
under section 361 of the PHS Act. (See
Louisiana v. Mathews, 427 F. Supp. 174,
176 (E.D. La. 1977).)

Certain diseases, such as those caused
by the human immunodeficiency virus
(HIV) and the hepatitis B and C viruses,
may be transmitted through the
implantation, transplantation, infusion,
or transfer of human cellular or tissue-
based products derived from infected
donors. The agency has, in an earlier
rulemaking, proposed that most cell and
tissue donors be screened and tested for
these and other relevant communicable
diseases (donor-suitability proposed
rule, 64 FR 52696 at 52720). However,
donor screening and testing, although
crucial, are not sufficient to prevent the
transmission of disease by human
cellular and tissue-based products.
Rather, each step in the manufacturing
process needs to be controlled. Errors in
labeling, mix-ups of testing records,
failure to adequately clean work areas,



1510

Federal Register/Vol. 66, No. 5/Monday, January 8, 2001/Proposed Rules

and faulty packaging are all examples of
improper practices that could lead to a
product capable of transmitting disease
to its recipient. Similarly, as noted in
the proposed approach document,
improper handling of a human cellular
or tissue-based product can lead to
bacterial contamination of the product
or to cross-contamination between
products.

In addition to the direct transmission
of communicable disease agents by
human cellular and tissue-based
products to their recipients, the agency
is also concerned about the spread of
communicable disease through the use
of products whose function or integrity
have been impaired. When a product
does not work in a patient because it has
not been manufactured properly, the
risk of introducing, transmitting, or
spreading a communicable disease is
increased each time a procedure is
repeated for at least two reasons: (1)
Despite the best controls, there is a risk,
albeit smaller than without controls, of
communicable disease transmission,
and (2) a procedure for transfer or
transplant can carry an independent risk
of communicable disease transmission.
For example, use of a product whose
function or integrity may have been
compromised could create a
circumstance that increases a patient’s
need for an additional transfer or
transplant attempt. A repeat surgical
procedure necessitated by the damaged
product would further expose the
patient to the additional communicable
disease risks inherent in any such
procedure. Moreover, a patient in a
weakened state from the first
unsuccessful procedure is at greater risk
of contracting a communicable disease
by experiencing a repeat procedure.
Therefore, the agency considers that
requirements aimed at maintaining
product function and integrity are
necessary, and thus may be issued
under section 361 of the PHS Act.

The proposed CGTP regulations
would govern the methods used in, and
the facilities and controls used for, the
manufacture of human cellular and
tissue-based products. CGTP
requirements are a fundamental
component of FDA’s risk-based
approach to regulating human cellular
and tissue-based products. Products that
the agency is proposing to regulate
solely under section 361 of the PHS Act
and proposed part 1271, would be
subject to less rigorous agency oversight
than products also regulated under the
act and/or section 351 of the PHS Act.
By requiring that 361 products be
manufactured in compliance with
CGTP, in combination with the other
proposed requirements in part 1271, the

agency can be assured that 361 products
are subject to sufficient regulatory
controls to protect the public health.

FDA is proposing that the CGTP
regulations would supplement, but not
supersede, the current good
manufacturing practice (CGMP) and
quality system (QS) regulations
applicable to drugs and devices in parts
210, 211, and 820 (21 CFR parts 210,
211, and 820). Under the proposed rule,
human cellular and tissue-based
products regulated as biological drugs
under the act and section 351 of the
PHS Act, or as devices under the act,
would have to be manufactured in
accordance with CGTP, in addition to
existing requirements. Thus, in keeping
with the plan outlined in the proposed
approach document, those products
regulated as biological drugs or devices
would be subject to more
comprehensive regulation of
manufacturing than the 361 products.

In the donor-suitability proposed rule,
the agency proposed to amend the
existing CGMP regulations for drugs and
the QS requirements for devices to
incorporate the testing and screening
provisions of proposed part 1271,
subpart C. At that time, in order to
obviate the need for further revisions,
the agency also proposed to amend
those sections to incorporate the current
good tissue practice procedures of
proposed part 1271 subpart D. In
amending the CGMP and QS
regulations, FDA is relying both on the
authority provided by section 361 of the
PHS Act to make regulations to prevent
the spread of communicable disease,
and on its authority under the act to
issue CGMP regulations (section
301(a)(2)(B) and (h) of the act) (21 U.S.C.
351(a)(2)(B) and (h)), section 520(f)(1) of
the act (360j(f)(1)); section 701 of the act
(21 U.S.C. 371)).

Under proposed 21 CFR 210.1(c), the
manufacturer of a human cellular or
tissue-based product regulated as a drug
or biological drug would be required to
comply with the CGTP procedures in
part 1271, subpart D (donor suitability
proposed rule, (64 FR 52696 at 52699
and 52719)). Likewise, under proposed
21 CFR 820.1, the manufacturer of a
human cellular or tissue-based product
regulated as a device would be required
to comply with the same procedures
(donor suitability proposed rule (64 FR
52696 at 52699 and 52719)). If the
manufacturer failed to follow the CGMP
requirements, including the good tissue
practice procedures in part 1271, the
product would be adulterated under
section 501(a)(2)(B) of the act.

FDA is also relying on its authority
under section 361 of the PHS Act to
propose several reporting, labeling,

inspection, and enforcement provisions.
Because products regulated under the
act and/or section 351 of the PHS Act,
are subject to similar regulation
requirements, these provisions would
apply only to 361 products. Proposed
subpart E of part 1271 contains
regulations on reporting and labeling
pertaining to 361 products and is
discussed in section III of this
document. Proposed subpart F of part
1271 contains inspection and
enforcement provisions also applicable
only to 361 products; the relevant
discussion appears in section IV of this
document.

II. Summary of the Proposed CGTP
Regulations

The regulations being proposed
would require manufacturers of human
cellular and tissue-based products to
follow CGTP, which includes proper
handling, processing, storage, and
labeling of human cellular and tissue-
based products, recordkeeping, and the
establishment of a quality program. The
proposed CGTP regulations are designed
to address issues common to all human
cellular and tissue-based products, and
so are intentionally broad in scope. The
agency anticipates that, as it implements
the new regulations, there may be
additional need for discussion, through
public meetings, public hearings, or
guidance, of how these general
regulations would apply to specific
types of products. In addition, there
may be specific elements of these
proposed requirements that some
readers may not consider appropriate to
general application. The agency
welcomes comments that will assist it in
achieving the proper balance between
generality and specificity in these
regulations.

A. General Provisions (Proposed
§§1271.150 and 1271.155)

Proposed § 1271.150 contains general
provisions intended to aid in the
interpretation of the requirements
contained in subparts C and D of part
1271. Proposed § 1271.155 sets out the
procedures for obtaining an exemption
or variance from one or more of these
requirements.

1. Current Good Tissue Practice
(Proposed §1271.150(a))

Proposed § 1271.150(a) states that
CGTP requirements govern the methods
used in, and the facilities and controls
used for, the manufacture of human
cellular and tissue-based products.
CGTP requirements are intended to
prevent the introduction, transmission,
and spread of communicable disease
through the use of human cellular and
tissue-based products by helping to
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ensure that: (1) The products do not
contain relevant communicable disease
agents; (2) they are not contaminated
during the manufacturing process; and
(3) the function and integrity of the
products are not impaired through
improper manufacturing, all of which
could lead to circumstances that
increase the risk of communicable
disease transmission. “Manufacture” as
defined in the registration proposed
rule, includes, but is not limited to, any
or all steps in the recovery, processing,
storage, labeling, packaging, or
distribution of any human cellular or
tissue-based product, and the screening
and testing of a cell or tissue donor
(proposed § 1271.3(f), 63 FR 26744 at
26754.) The definition of “human
cellular or tissue-based product” as
revised in the donor suitability
proposed rule, is intended to cover such
products at all stages of their
manufacture, from recovery through
distribution (see proposed §1271.3(e)
(64 FR 52696 at 52719). For a human
cellular or tissue-based product to be
manufactured properly, CGTP must be
followed in each step of the
manufacturing process.

The word “current” is included in the
term “‘current good tissue practice”
because the agency recognizes that
appropriate practices may change over
time, as research is conducted and new
manufacturing methods are developed.
These regulations are not intended to
require that practices considered current
at the time of issuance of the final
regulations be maintained indefinitely;
instead, the obligation on an
establishment is to maintain up-to-date
practices over time. Recognizing that
improved manufacturing techniques
may be developed, the agency has
generally refrained in these proposed
regulations from requiring specific
procedures, such as particular
processing methods or storage
temperatures. Instead, the proposed
regulations set out general objectives.
This approach not only allows for new
developments, but also affords
establishments flexibility in developing
procedures that are both appropriate to
their particular operations and that
comply with the regulations.

The proposed requirements are based
on current good industry practice and
are intended to address what the agency
considers important minimum criteria
for the manufacture of these products.
In developing these regulations, the
agency has reviewed several sets of
industry standards, including those
issued by the American Association of
Tissue Banks (AATB) and by the Eye
Bank Association of America (EBAA).
The agency expects that some

establishments will need to make only
small changes in their operations to
achieve compliance. Other
establishments may find that complying
with the new requirements entails
revising certain procedures and
recordkeeping practices, but few
operational changes. Another group of
establishments—for example, those that
have not previously been subject to
regulation and that do not belong to any
standard-setting or accrediting
organization—may need to revise their
procedures more completely, in order to
bring them into compliance with these
regulations and industry practice.

Proposed § 1271.150(a) states that
CGTP requirements are set forth in
subparts C and D of part 1271. The
CGTP provisions specifically governing
donor suitability, including donor
testing and screening, are set out
separately in subpart C of part 1271. The
agency notes that § 1271.90 contains
exceptions from required testing and
screening for two types of human
cellular and tissue-based product:
Banked cells and tissues for autologous
use, and reproductive cells or tissue
donated by a sexually-intimate partner
of the recipient for reproductive use (64
FR 52696 at 52723). (Donor testing and
screening are recommended, however.)
The agency specifically notes that the
exceptions in § 1271.90 apply only to
subpart C of part 1271 and do not
extend to the provisions of subpart D of
part 1271. Because the safety concerns
addressed by the proposed CGTP
requirements apply to all human
cellular and tissue-based products, no
exceptions are being proposed for any
particular category of product. Thus,
banked cells and tissues for autologous
use, and reproductive cells or tissue
donated by a sexually-intimate partner
of the recipient for reproductive use,
would be subject to the CGTP
requirements in subpart D of part 1271.

2. Compliance With Applicable
Requirements (Proposed § 1271.150(b))

FDA recognizes that several
establishments may be involved in the
manufacture of a single human cellular
or tissue-based product. For example,
one establishment may recover tissue
from a cadaver, another establishment
may make the donor-suitability
determination, a third may process the
tissue, and a fourth may distribute the
product. The agency has taken care, in
designing these proposed regulations, to
reflect the fact that manufacturing roles
might be divided up in a variety of
possible ways. Thus, under proposed
§1271.150(b), an establishment that
engages in only some operations subject
to the regulations in subparts C and D
of part 1271 need only comply with

those requirements applicable to the
operations in which it engages. Under
§1271.150(b), an establishment that
does not process cells or tissue would
not be obligated to establish and
maintain process controls under
proposed § 1271.220. However, an
establishment that engages another
establishment, under a contract,
agreement, or other arrangement, to
perform any step in the manufacturing
process, would be responsible for
ensuring that the work is performed in
compliance with the requirements in
subparts C and D of part 1271. One
method of accomplishing this might be
by performing periodic audits.

Given that the steps in manufacturing
a single human cellular or tissue-based
product may be carried out by several
establishments, FDA considers it
essential that additional safeguards be
established to ensure compliance with
regulatory requirements throughout the
manufacturing process. The agency has
considered various ways of allocating
regulatory responsibilities among the
establishments involved in
manufacturing a human cellular or
tissue-based product. The agency seeks
to permit establishments to maintain
flexibility in sharing manufacturing
responsibilities, while ensuring that
products made available for release
maintain their function and integrity,
are not contaminated, and do not
contain communicable disease agents.

The agency first considered assigning
overall responsibility for ensuring that a
human cellular and tissue-based
product is manufactured in compliance
with all applicable regulations to the
establishment that determines donor
suitability. However, the agency
recognized that the role this
establishment plays in the manufacture
of a human cellular or tissue-based
product occurs early in the sequence of
manufacturing events. As a practical
matter, the establishment that
determines donor suitability might not
be able to ensure that later
manufacturing steps, such as processing
and labeling, are performed in
compliance with the regulations. A
more pragmatic approach would be to
assign responsibility to the
establishment that makes a product
available for distribution.

Another option would be to permit
the establishments engaged in the
manufacturing process to decide among
themselves which party bears ultimate
responsibility for the product. However,
the agency is concerned that, under this
approach, there would be occasions
when no establishment would step
forward as the one ultimately
responsible, and that as a consequence
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compliance with certain requirements
might not be accomplished. As a result,
products might be released that pose a
risk of transmitting communicable
disease or otherwise increasing the risk
of disease transmission. For the same
reasons, FDA has rejected the idea that
designating a responsible establishment
is unnecessary.

The agency has also considered a
“cascading” set of responsibilities.
Under this approach, an establishment
would be responsible for ensuring that
its own operations comply with
applicable requirements, and also
would bear the burden of proof that
operations performed by other
establishments prior to its receipt of the
cells or tissue were performed in
compliance with applicable
requirements.

After considering the unique nature of
the cell and tissue industry, and each of
the above options, the agency has
tentatively concluded that the best
approach is to assign ultimate
responsibility for the product to the
establishment that is responsible for
making the product available for
distribution. This is consistent with the
proposed approach document, which
stated that “[t]he establishment or
person responsible for determining
suitability of release of cells or tissues
would be responsible for ensuring that
required screening and testing had been
performed prior to final release of the
material.” Thus, proposed § 1271.150(b)
states that the establishment that
determines that a product meets release
criteria and makes the product available
for distribution, whether or not that
establishment is the actual distributor,
is responsible for ensuring that the
product has been manufactured in
compliance with the requirements of
subpart C and D of part 1271 and any
other applicable requirements.

The agency specifically requests
comments on the allocation of overall
manufacturing responsibility. Examples
of industry arrangements currently in
existence would be particularly useful
to the agency in evaluating the
comments on these proposed
regulations.

3. Compliance With Parts 210, 211,
and 820

The proposed CGTP regulations are
similar to the CGMP requirements
applicable to drugs and the QS
requirements for devices. However, the
CGMP and QS regulations do not
contain provisions specifically intended
to prevent the spread of communicable
disease. In contrast, the purpose of the
proposed CGTP regulations is limited to
preventing circumstances that increase
the risk of introduction, transmission,

and spread of communicable disease;
the proposed regulations are therefore
less extensive in scope than the CGMP
and QS regulations.

Proposed § 1271.150(c) states that,
with respect to human cellular and
tissue-based products regulated as
biological drugs or as devices, the
proposed CGTP procedures will
supplement, not supersede, the CGMP
and QS requirements. Proposed
§1271.150(c) states that, in the event
that it is impossible to comply with all
applicable regulations, the regulations
specifically applicable to the biological
drug or device in question shall
supersede the more general.

4. “Where Appropriate”

Several of the requirements contained
in part 1271, subpart D, are qualified by
the term ‘“where appropriate,” which as
explained in proposed §1271.150(d),
are considered to be appropriate, and
must be followed, unless an
establishment can justify otherwise, and
maintains documentation of that
justification. Under proposed
§1271.150(d), a requirement is
“appropriate” if nonimplementation
could reasonably be expected to result
in the: (1) Product’s not meeting its
specified requirements related to
preventing the introduction,
transmission, and spread of
communicable disease agents and
diseases; or (2) manufacturer’s inability
to carry out any necessary corrective
action.

5. Exemptions and Alternatives
(Proposed §1271.155)

FDA recognizes the possibility that, as
technology and scientific knowledge
advance, new methods may be
developed that could be used in the
manufacture of human cellular and
tissue-based products, or other
unanticipated circumstances may arise
that warrant a departure from an
approach detailed in the regulations.
Some of these technical developments
may not be consistent with the terms of
the donor-suitability and CGTP
regulations, although the purpose of
those regulations might be satisfied. In
order to provide establishments with
flexibility, and to ensure that the agency
may respond appropriately to improved
technologies and increased scientific
knowledge, the agency proposes that
establishments may apply for
exemptions or alternatives from the
regulatory requirements contained in
subparts C and D of part 1271.

Proposed § 1271.155 sets out the
procedures for obtaining an exemption
or alternative from a requirement in
subpart C of part 1271, pertaining to
donor suitability, or in subpart D of part
1271, pertaining to CGTP. Under

proposed § 1271.155, an establishment
could demonstrate to the agency that it
should be exempted from an otherwise
applicable regulatory requirement or
permitted to satisfy the purpose of the
requirement in an alternative manner. A
request for an exemption or alternative
would need to be accompanied by
supporting documentation, including all
relevant valid scientific data. Requests
would be made in writing or
electronically, except that in limited
circumstances (e.g., emergencies) a
request might be made and granted
orally, with a written request and
acknowledgment of approval to follow.
Under proposed § 1271.155(c), the
Director of the Center for Biologics
Evaluation and Research (CBER) could
grant an exemption or alternative if he
or she found that doing so would be
consistent with the goals of preventing
circumstances that increase the risk of
the introduction, transmission, and
spread of communicable disease. In
addition, an exemption or alternative
would be conditioned on a finding by
the Director that the information
submitted justified an exemption or that
the proposed alternative satisfied the
purpose of the requirement. An
establishment that requested an
exemption or alternative could not
begin operating under its terms until the
exemption or alternative had been
granted. Some exemptions or
alternatives might have expiration dates,
in which case an extension could be
requested. An establishment operating
under the terms of an exemption or
alternative would be required to
maintain documentation that the
exemption or alternative had been
granted, and of the date on which the
establishment began operating under the
terms of the exemption or alternative.

B. Definitions (Proposed § 1271.3)

Definitions pertinent to part 1271 will
be contained in subpart A, in § 1271.3.
In the registration proposed rule, FDA
set out defined terms in paragraphs (a)
through (h) of § 1271.3. In the donor-
suitability proposed rule, further
definitions were proposed, to be
contained in § 1271.3(i) through (ee),
and the proposed definition of human
cellular or tissue-based product in
paragraph (e) was revised.

Now, the agency is proposing new
paragraphs (ff) through (tt) in § 1271.3.
These new definitions are discussed
below, when the requirements to which
the defined terms relate are discussed.

C. Quality Program (Proposed
§1271.160)

Any establishment that manufactures
human cellular or tissue-based products
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needs to have in place a method of
ensuring that its manufacturing
processes are performed properly and in
compliance with applicable regulations.
For devices, such a program is called a
“quality system” (§ 820.1 ef seq.). In
these regulations, FDA is proposing to
use “quality program” to refer to the set
of activities, including management
review, training, audits, and corrective
and preventive actions, that represent a
commitment on the part of an
establishment’s management to the
quality of its products. FDA proposes to
define “quality program” in § 1271.3(00)
as “‘an organization’s comprehensive
system for manufacturing and tracking
human cellular and tissue-based
products. This program includes
preventing, detecting, and correcting
deficiencies that may lead to
circumstances that increase the risk of
the introduction, transmission, or
spread of communicable disease.”

Proposed § 1271.160 would require an
establishment that performs any step in
the manufacture of human cellular and
tissue-based products to establish and
maintain a quality program that is
appropriate for the specific human
cellular and tissue-based products
manufactured and the manufacturing
steps performed and that meets the
requirements of this part. With
proposed § 1271.160, FDA intends to
require that a quality program perform
certain basic functions, but also intends
to provide each establishment with
flexibility to devise a program
appropriate to its particular activities
and characteristics. Thus, FDA expects
that quality programs may differ from
establishment to establishment,
depending on the size of the
establishment and the type of
manufacturing performed, among other
factors. A smaller company that
performs limited manufacturing steps
might have a less complex quality
program than a larger establishment that
processes a variety of products.

Some establishments may currently
have in place quality programs that
would meet the requirements of
proposed § 1271.160. An establishment
that manufactures human cellular and
tissue-based products regulated as
devices would likely find it unnecessary
to make major changes to its quality
system established in compliance with
§820.5 in order to comply with
proposed § 1271.160. Such an
establishment would not need to
maintain both a QS and a separate
quality program.

The functions of a quality program, as
listed in proposed § 1271.160(b),
include but are not limited to: (1)
Ensuring that required procedures are

established and maintained; (2)
ensuring the appropriate analysis and
sharing of information that could affect
the integrity and function of a human
cellular or tissue-based product,
possible contamination of the product,
or the potential transmission of
communicable disease by the product;
(3) ensuring that appropriate corrective
actions are taken and documented; (4)
ensuring the proper training and
education of personnel; (5) establishing
and maintaining appropriate monitoring
systems; (6) establishing and
maintaining a system for maintaining
records; (7) investigating and
documenting product deviations and
making certain required reports; and (8)
conducting evaluations, investigations,
audits, and other actions necessary to
ensure compliance with the regulations.

Proposed § 1271.160(b)(2) would
specifically require procedures to be
established for sharing and receiving
information that could affect the
integrity and function of a human
cellular or tissue-based product, the
possible contamination of the product,
or the potential transmission of
communicable disease by the product.
This would include information on
testing or screening results that could
make a donor unsuitable; such
information would need to be shared
with other establishments that are
known to have recovered cells or tissue
from the same donor. An establishment
would also need procedures in place in
order to respond appropriately (through
investigation, evaluation, possible
recall, reporting, etc.) if it received any
such information from another
establishment.

Proposed § 1271.160(b)(7) would
require establishments to investigate
and document all product deviations in
manufacturing. The term “product
deviation” is defined in proposed
§1271.3(kk) as “an event that represents
a deviation from current good tissue
practice, applicable standards, or
established specifications; or an
unexpected or unforeseeable event that
may relate to the transmission or
potential transmission of a
communicable disease agent or disease
from a human cellular or tissue-based
product to a recipient, may lead to
product contamination, or may
adversely affect the function or integrity
of the product.” Investigation would be
required to include a review and
evaluation of the product deviation in
manufacturing, the efforts made to
determine the cause, and the
implementation of corrective action
designed to address the event and
prevent its recurrence.

Certain product deviations in
manufacturing would be required to be
reported. The proposed requirement,
applicable to distributed 361 products,
for reporting product deviations in
manufacturing that could lead to
adverse reactions is discussed below in
section IIT of this document. Certain
product variations, referred to currently
as errors and accidents, involving
human cellular and tissue-based
products regulated as biological drugs
are required to be reported under 21
CFR 600.14 (currently undergoing
revisions; see 62 FR 49642, September
23, 1997). In addition, each
establishment would be required to
perform a periodic review and analysis
of all investigations of product
deviations in manufacturing, at least
once each year, for the purpose of
identifying trends and adopting
appropriate corrective and preventive
measures. Section 1271.160(b)(7)
specifies that this analysis shall be
available for review upon inspection
and for submission to FDA upon
request.

Under proposed § 1271.160(c), one or
more designated persons shall have
authority over the quality program, and
this person shall report to management
at least once a year on the performance
of the quality program. However, more
frequent reports may be necessary in
order to keep management informed of
the status of the program.

Audits are an important component of
a quality program. Under proposed
§1271.160(d), a comprehensive quality
audit of all activities would be required
at least once a year. FDA proposes to
define “quality audit” in proposed
§1271.3(nn), as ‘“‘a documented,
independent inspection and review of
an establishment’s activities, including
manufacturing and tracking, performed
according to procedures, to verify, by
examination and evaluation of objective
evidence, the degree of compliance with
those aspects of the quality program
under review.” In addition to the annual
quality audit, special audits would be
performed as necessary to ensure that
quality program objectives are achieved.

Proposed § 1271.160(e) covers the use
of computers or automated data
processing systems used as part of the
quality program, as part of
manufacturing, or for maintaining
manufacturing data or records. An
establishment using such a computer or
automated system would be required to
validate the computer software for its
intended use according to an
established protocol, as well as all
software changes. Validation and results
would be required to be documented.
The agency proposes to define
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“validation” in proposed § 1271.3(rr) as
“confirmation by examination and
provision of objective evidence that
particular requirements can consistently
be fulfilled * * *”.

D. Organization and Personnel
(Proposed §1271.170)

Proposed §1271.170 sets out general
requirements for the organization and
personnel of establishments that
manufacture human cellular and tissue-
based products. Under this section, each
establishment would be required to
maintain an adequate organizational
structure and sufficient personnel to
ensure that the requirements of part
1271 are met. Moreover, an
establishment would need to have
sufficient personnel with the necessary
education and experience, or
combination thereof, to assure
competent performance of their
assigned functions.

Under proposed § 1271.170,
personnel would only be permitted to
perform those activities for which they
are qualified. Training of personnel to
perform their assigned responsibilities
adequately would be required, as would
any necessary retraining. Because of the
particular risks addressed by the
requirements of part 1271, the agency is
proposing to require that personnel be
educated about possible consequences
of improperly performing their duties;
e.g., the risk that an improperly handled
product could cause harm to the
product’s recipient, by transmitting a
communicable disease or by failing to
function adequately. A record of the
education, experience, training, and
retraining would need to be maintained
for all personnel.

E. Procedures (Proposed § 1271.180)

Under proposed § 1271.180, each
establishment would be required to
establish and maintain procedures for
all significant steps that it performs in
the manufacture of human cellular and
tissue-based products. The agency is
proposing to define “establish and
maintain” in § 1271.3(11) as “define,
document (in writing or electronically),
and implement, then follow, review,
and as needed, revise on an ongoing
basis.” FDA intends, by using the
phrase “establish and maintain” in
these regulations, to indicate that, once
established, procedures must be
followed on an ongoing basis. Because
established procedures would, by
definition, be documented in writing or
electronically, the agency is proposing
to use the term “procedures” as
opposed to “written procedures.”

Procedures required under proposed
§1271.180, and those specifically

required elsewhere in subpart D of part
1271, would be required to be designed
to prevent circumstances that increase
the risk of the introduction,
transmission, and spread of
communicable diseases through the use
of human cellular and tissue-based
products by ensuring that: (1) The
products do not contain relevant
communicable disease agents; (2) the
products do not become contaminated
during manufacturing; and (3) the
function and integrity of the products
are not impaired through improper
manufacturing. Procedures must be
designed to ensure compliance with the
requirements of part 1271.

The recovery of cells or tissue is an
example of an especially significant step
in the manufacture of a human cellular
or tissue-based product, for which
procedures would have to be
established. Under the terms of
proposed § 1271.180, such procedures
would need to include the use of
procurement techniques designed to
prevent the transmission of
communicable disease agents and
diseases by the product. In addition,
procedures for recovery would have to
be designed to ensure that the function
and integrity of the procured cells or
tissue are maintained during and after
procurement.

All procedures shall be reviewed and
approved by a responsible person prior
to implementation. At least once in a
12-month period, all procedures would
be required to be reviewed and, if
necessary, revised; such review would
need to be documented. Procedures
must be readily available to personnel
in the area where relevant operations
are performed, unless this would be
impractical. Any deviation from a
procedure must be authorized by a
responsible person, recorded, and
justified.

FDA is not prescribing the contents of
particular procedures, but is allowing
establishments to develop procedures
that suit their particular operations.
Alternatively, under proposed
§1271.180, an establishment could
adopt current standard procedures, e.g.,
those in a technical manual prepared by
another organization, so long as the
procedures are consistent with the
requirements of part 1271, at least as
stringent as those requirements, and
appropriate for the establishment’s
operations.

Any procedure that becomes obsolete
would be required to be archived for at
least 10 years. Since some tissues have
long expiration dates, they can be
transplanted many years after they were
recovered or processed. Should an
adverse reaction occur after

transplantation, it would be important
to know the procedures under which
the tissue was recovered or processed,
especially if those procedures differ
from the ones currently in place.

F. Facilities, Environmental Control and
Monitoring, Equipment, and Supplies
and Reagents

1. Facilities (Proposed § 1271.190)

Under proposed § 1271.190, any
facility used in the manufacture of
human cellular or tissue-based products
must be of suitable size, construction,
and location to facilitate cleaning,
relevant maintenance, and proper
operations. A facility that, for whatever
reason, cannot be adequately cleaned is
not appropriate for use in the
manufacture of human cellular and
tissue-based products, because of the
potential risk of product contamination.
“Relevant maintenance” refers to those
actions that, if not taken, could lead to
potentially adverse effects on product
integrity or function, or to the accidental
exposure of human cellular and tissue-
based products to communicable
disease agents, or to contamination or
cross-contamination with such agents.
Finally, any operation undertaken by a
manufacturing establishment needs to
be performed in a facility in which the
operation can be performed correctly.
For example, although not specifically
required to do so by these regulations,
an establishment may need to establish
gowning procedures for its employees,
in order that their functions be
performed properly. Such an
establishment would need to provide
employees with a dressing room and
gowning area.

Proposed §1271.190 would also
require that a facility be maintained in
a good state of repair. Broken windows,
peeling paint, uneven flooring, and
improper electrical wiring are all
examples of maintenance problems that
could lead to product contamination or
impairment of product function or
integrity. In addition, adequate lighting,
ventilation, plumbing, drainage, and
washing and toilet facilities would all
be required.

Proposed § 1271.190(b) sets out
requirements for the location of
operations within a facility used in the
manufacture of human cellular or
tissue-based products. Such a facility
would need to be divided into separate
or defined areas of adequate size for
each operation that takes place in the
facility. As an alternative, however,
other control systems could be
established and maintained to prevent
improper labeling, mix-ups,
contamination, cross-contamination,
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and accidental exposure of human
cellular and tissue-based products to
communicable disease agents. Examples
of different types of operations that an
establishment might perform, and
which would need to be conducted
either in separate locations or subject to
other controls, include: (1) Receipt,
identification, and storage of containers,
labels, supplies, and reagents; (2)
processing, including laboratory
functions; (3) storage of human cellular
and tissue-based products, both before
and after release from quarantine; (4)
product labeling; (5) storage and
disposal of biohazards and/or medical
waste; (6) irradiation; and (7)
sterilization and aseptic processing.
Proposed §1271.190(c) contains basic
requirements for facility cleaning and
sanitation. Facilities must be
maintained in a clean, sanitary, and
orderly manner. Sewage, trash, and
other refuse must be disposed of in a
timely, safe, and sanitary manner.
Procedures for facility cleaning and
sanitation would be required to be
established and maintained. These
procedures would need to include an
assignment of responsibility for
sanitation, cleaning methods to be used,
and a cleaning schedule. Finally, all
significant cleaning and sanitation
activities that are done to prevent
contamination would need to be
documented, and records maintained.

2. Environmental Control and
Monitoring (Proposed § 1271.195)

Proposed § 1271.195 would require
monitoring and control over
environmental conditions where such
conditions (e.g., temperature, air
quality) could reasonably be expected to
have an adverse effect on the function
or integrity of human cellular and
tissue-based products, to cause
contamination or cross-contamination of
products or equipment, or to lead to
accidental exposure of products to
communicable disease agents. In these
situations, an establishment would be
required to establish and maintain
procedures to adequately control and
monitor environmental conditions and
to provide proper conditions for
operations.

Depending on the particular
environmental factors at a facility, and
the type of operations that take place
there, environmental controls and
monitoring could include one or more
of the following: Temperature and
humidity controls; ventilation and air
filtration; cleaning and disinfecting of
rooms and equipment to ensure aseptic
processing operations; maintenance of
equipment used to control conditions
necessary for aseptic processing

operations; and environmental
monitoring for organisms. Proposed
§1271.195(a) would require these
elements to be adopted, where
appropriate. Thus, under proposed
§1271.195, an establishment would be
required first to identify any
environmental conditions that require
monitoring and control, and then to
respond appropriately.

Periodic inspections of environmental
controls systems would be required. In
addition, environmental controls and
monitoring activities would have to be
documented, and records maintained.

3. Equipment (Proposed § 1271.200)

CGTP requirements for equipment are
set out in proposed §1271.200. For
human cellular and tissue-based
products to be manufactured properly,
the equipment used in their
manufacture must be appropriate. Thus,
§1271.200(a) contains the general
requirement that equipment used in the
manufacture of human cellular and
tissue-based product be of appropriate
design for its use. Equipment must be
suitably located and installed to
facilitate operations, including cleaning
and maintenance. In addition,
equipment must not have any adverse
effect on the products being
manufactured.

Equipment used for inspection,
measuring, and testing must be capable
of producing valid results; such
equipment could include automated,
mechanical, electronic, computer, or
other kinds of equipment. Section
1271.200(c) would require regularly
scheduled calibration of equipment
used for inspection, measuring, and
testing. Thus, for example, a
thermometer used in a storage area
would be required to produce valid
results and would also be subject to
regularly scheduled calibration
procedures. “Equipment used for
inspection” would include any
equipment used to inspect a human
cellular or tissue-based product during
its manufacture or prior to making it
available for distribution.

Under §1271.200(b), an establishment
would be required to establish and
maintain procedures for cleaning,
sanitizing, and maintaining equipment.
The purpose of these procedures is to
prevent equipment malfunctions,
contamination or cross-contamination,
accidental exposure of human cellular
and tissue-based products to
communicable disease agents, and other
events that could reasonably be
expected to have an adverse effect on
product function or integrity. Cleaning,
sanitizing, and maintenance of
equipment would be required to be

performed according to established
schedules.

Section 1271.200(d) sets out a
requirement for routine inspections of
equipment for cleanliness, sanitation,
and calibration, and to ensure
compliance with maintenance
schedules.

Section 1271.200(e) contains specific
requirements for records, to be
maintained in accordance with the
general records provisions in
§1271.270. All maintenance, cleaning,
sanitizing, calibration, and other
activities performed in accordance with
§ 1271.200 would be required to be
documented. Records of recent
maintenance, cleaning, sanitizing,
calibration, and other activities must be
available at each piece of equipment;
this requirement promotes both accurate
recordkeeping and ease of reference. In
addition, the use of each piece of
equipment must be documented, and
this record of use must identify each
human cellular or tissue-based product
manufactured using the equipment.
This requirement is necessary to ensure
that those products manufactured with
a particular piece of equipment may be
traced for follow-up and appropriate
corrective action, in the event that a
problem (e.g., contamination or
malfunction) is discovered after the
equipment is used.

4. Supplies and Reagents (Proposed
§1271.210)

Use of a contaminated or otherwise
defective supply or reagent in the
manufacture of a human cellular or
tissue-based product could adversely
affect the product; e.g., by introducing a
disease agent or by failing to properly
preserve the product. For this reason,
compliance with CGTP requires that
care be taken in receiving supplies and
reagents into an establishment, in
determining their appropriateness for
use, and in keeping track of the
products in whose manufacture they are
used. By “supplies and reagents,” the
agency refers to all of the products that
might be used during the manufacturing
process but excludes any material that
might be considered to become a
component of a human cellular or
tissue-based product. Supplies and
reagents would include, but not be
limited to, “processing material,” which
the agency is proposing to define at
§ 1271.3(hh) as “any material or
substance that is used in, or to facilitate,
processing, but which is not intended
by the manufacturer to be included in
the human cellular or tissue-based
product when it is made available for
distribution.”
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Proposed § 1271.210 contains several
requirements with respect to supplies
and reagents used in the manufacture of
human cellular and tissue-based
products. An establishment would be
required to establish and maintain
procedures for receiving supplies and
reagents. Before using a supply or
reagent, the establishment must verify
that the supply or reagent meets
specifications that are designed to
prevent circumstances that increase the
risk of the introduction, transmission,
and spread of communicable disease
through product contamination or the
impairment of product function or
integrity. An establishment could verify
on its own that the supplies and
reagents that it uses meet specifications;
e.g., by testing the product.
Alternatively, verification could be
accomplished by the vendor of the
supply or reagent. ‘“Verification” is
defined in proposed § 1271.3(ss) as
“confirmation by examination and
provision of objective evidence that
specified requirements have been
fulfilled.”

Section 1271.210(b) would require
that reagents used in processing and
preservation of human cellular and
tissue-based products be of appropriate
grade for their intended use and, if
appropriate, sterile. Some
establishments may produce their own
in-house reagents. These establishments
would be required to validate and/or
verify the procedures for producing
such reagents.

Section 1271.210(c) would require
that specific records relating to the
receipt, verification, and use of each
supply and reagent be maintained.

G. Processing

Three sections of the proposed CGTP
regulations address the processing of
human cellular and tissue-based
products. Proposed § 1271.220 would
require controls to be established over
processing. Requirements for making
changes to processes are contained in
proposed § 1271.225. Proposed
§ 1271.230 would require process
validation in place of verification in
some situations and sets out certain
specific requirements related to process
validation.

“Processing” is defined in proposed
§1271.3(mm) as “‘any activity other than
recovery, donor screening, donor
testing, storage, labeling, packaging, or
distribution performed on a human
cellular or tissue-based product,
including, but not limited to,
preparation, sterilization, steps to
inactivate and remove adventitious
agents, preservation for storage, and
removal from storage.”

1. Process Controls (Proposed
§1271.220)

Under proposed § 1271.220(a), any
establishment engaged in the processing
of human cellular and tissue-based
products would be required to develop,
conduct, control, and monitor its
manufacturing processes to ensure that
each product: (1) Conforms to its
specifications, (2) is not contaminated,
(3) maintains its function and integrity,
and (4) is manufactured so as to prevent
transmission of communicable disease
by the product. By “‘specifications,” the
agency refers to those criteria
established by a manufacturer for a
human cellular or tissue-based product
that must be met at defined stages in the
manufacturing process and before the
product is made available for
distribution.

Sections 1271.220(b) governs the
removal of processing materials. In
accordance with the definition proposed
in § 1271.3(hh), processing materials
would not be intended by the
manufacturer to be included in a human
cellular or tissue-based product when it
is made available for distribution. Under
§1271.220(b), where a processing
material could reasonably be expected
to have an adverse effect on a human
cellular or tissue-based product’s
function or integrity, the establishment
would be required to establish and
maintain procedures for the use and
removal of the processing material to
ensure that it is removed or limited to
an amount that does not adversely affect
the product’s function or integrity. Any
such removal or reduction would be
required to be documented.

Section 1271.220(c) would prohibit
the pooling of human cells or tissue
from two or more donors during
manufacturing. Pooling refers to placing
products in physical contact with each
other or mixing them in a single
receptacle. Such commingling of cells or
tissues from a single infected donor
with cells or tissues from other donors
can contaminate the entire pooled
quantity, greatly increasing the risk to
recipients of the pooled materials of
exposure to infectious agents. The
proposed regulation is consistent with
recommendations made by FDA'’s
Transmissible Spongiform
Encephalopathy Advisory Committee, at
their meeting on October 6, 1997, with
respect to the pooling of dura mater.

Section 1271.220(d) would require
procedures to be established for in-
process monitoring, or monitoring of the
product during processing, for
compliance with specified
requirements. This requirement is
modified by the phrase “where
appropriate.” In other words, as

discussed in section II.A.4. of this
document, in-process monitoring would
be required unless the establishment
can justify, and document, that it would
be unnecessary under the terms of
§1271.150(d). The in-process product
would have to be controlled until the
completion of any required inspection,
tests, or other verification activities, or
until any necessary approvals are
received and documented. Any
sampling taken of the in-process
product for the purpose of testing or
inspection would be required to be
representative of the material being
evaluated.

2. Process Changes (Proposed
§1271.225)

Proposed § 1271.225 would require an
establishment to establish procedures
for making changes to a process. Any
such change would have to be verified
or validated, to ensure that the change
does not create an adverse impact
elsewhere in the operation. Any change
would also have to be approved by a
responsible person with appropriate
knowledge and background before being
implemented. Proposed § 1271.225(b)
would require that records be kept of all
such changes, and sets out the required
elements of such records (e.g., the
rationale for the change).

3. Process Validation (Proposed
§1271.230)

Proposed §1271.230 contains
requirements related to the validation of
processes. Process validation, under
proposed § 1271.3(rr), means
“establishing by objective evidence that
a process consistently produces a result
or product meeting its predetermined
specifications.”

Proposed § 1271.230(a) would require
establishments to validate their
processes where verification is not
feasible; e.g., where verification cannot
be performed on each and every
finished product. Thus, § 1271.230(a)
states that, where the results of a
process cannot be fully verified by
subsequent inspection and tests, the
process must be validated and approved
according to established procedures,
and the validation activities must be
documented.

Under § 1271.230(b), any claim made
in labeling or promotional materials that
is related to the process used to
manufacture a human cellular or tissue-
based product must be based on a
process that has been validated.
Validation must be documented, and
evidence of the validation must be
maintained at the establishment and
made available for review on inspection.
Examples of such process-related claims
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include the claim that a product is
sterile or that it has undergone viral
inactivation.

The agency is proposing in
§1271.230(c) a requirement that would
apply specifically to establishments that
process dura mater. Donor screening
and testing requirements for donors of
dura mater have been proposed in the
donor-suitability proposed rule, but
additional processing safeguards are
necessary to prevent the transmission of
Creutzfeldt-Jakob disease (CJD) (64 FR
52696 at 52706). Proposed § 1271.230(c)
would require that dura mater be
processed using a validated procedure
to reduce CJD infectivity, while
preserving the clinical utility of the
product. Currently, an example of such
a procedure would be a sodium
hydroxide (NaOH) protocol that has
been validated to reduce CJD infectivity
(in an animal model) while preserving
the tissue’s clinical utility. In the future,
other methods that more effectively
reduce CJD infectivity may be
developed.

If processes are validated, in place of
verification, then procedures must be
established and maintained to ensure
that the specified requirements continue
to be met; this requirement appears in
proposed §1271.230(d). Under
§1271.230(e), any change or deviation
from a validated process would require
areview and evaluation of the process
and, where appropriate, revalidation.

H. Labeling Controls (Proposed
§1271.250)

Under proposed § 1271.250, an
establishment would be required to
establish and maintain procedures to
control the labeling of human cellular
and tissue-based products. These
control procedures would be designed
to ensure that products are identified
properly and to prevent mix-ups. The
agency is not specifying how such
controls should be designed, but notes
that they would likely need to include
such elements as proper storage
methods to prevent deterioration of
adhesives, among other problems. In
addition, § 1271.250 would require
procedures to include verification of
label accuracy, legibility, and integrity.
Thus, for example, a labeled product
would be checked under such
verification procedures to ensure that its
label was affixed securely to the
container, could be read with ease, and
accurately identified the product by
identifier and product type.

Proposed § 1271.250 would also
require that procedures be established
and maintained to ensure that products
are labeled in accordance with all
applicable labeling requirements.

“Applicable labeling requirements” for
human cellular and tissue-based
products regulated as biological drugs
include the labeling regulations in parts
201 and 610 (21 CFR parts 201 and 610);
for products regulated as devices, they
include those in part 801 (21 CFR part
801). Other labeling requirements
appear in several sections of proposed
part 1271, and these are listed in
proposed § 1271.250. For example,
§1271.90 is cross-referenced in
§1271.250; it would require that banked
cells and tissues for autologous use be
labeled “FOR AUTOLOGOUS USE
ONLY” (donor-suitability proposed rule
(64 FR 52723)). Procedures established
in compliance with proposed § 1271.250
would need to ensure that banked cells
and tissues for autologous use were
labeled with this statement.

I. Storage (Proposed § 1271.260)

Proposed § 1271.260 sets out storage
requirements. The proposed regulation
addresses three general areas of concern:
Control of storage areas; storage
temperature; and expiration date.

Under proposed § 1271.260, each
establishment would be required to
establish and maintain procedures for
the control of storage areas and stock
rooms in order to prevent mix-ups,
commingling, deterioration,
contamination, and cross-contamination
of human cellular and tissue-based
products and supplies, as well as any
other condition that might adversely
affect product function or integrity. In
addition, controls would be required to
prevent improper release for
distribution.

Storage at a proper temperature, in
order to preserve a product’s function
and integrity and prevent deterioration,
is an important aspect of CGTP. FDA
recognizes that appropriate
temperatures may differ for various
types of products. Thus, §1271.260(b)
would require an establishment to
establish acceptable temperature limits
for the storage of human cellular and
tissue-based products at each step of the
manufacturing process. Monitoring of
storage temperatures would be required.
Temperatures would have to be
documented, and recorded temperatures
reviewed periodically to assure that
temperatures remained in the
permissible range.

Different products may be stored for
differing lengths of time before use. The
maximum storage period depends on
such factors as product type, processing
procedures and method of preservation,
storage conditions, and type of
packaging. Section 1271.260(c) would
require, where appropriate, that an

expiration date be assigned for each
human cellular or tissue-based product.

Under §1271.260(d), corrective action
must be taken and documented
whenever proper storage conditions are
not met.

J. Receipt and Distribution (Proposed
§1271.265)

Proposed § 1271.265 covers the
receipt and distribution of human
cellular and tissue-based products.
Section 1271.265(a) contains general
requirements for procedures and
recordkeeping. Section 1271.265(b)
governs receiving activities.
Requirements that must be met prior to
making a product available for
distribution are contained in
§1271.265(c). The remaining paragraphs
deal with packaging, shipping
conditions, and the return of products to
inventory.

Under § 1271.265(a), procedures
would be required for receiving,
accepting or rejecting, and distributing
human cellular and tissue-based
products, as well as for the destruction
or other disposition of such products.
Each of these activities, when
performed, must be documented.
Required documentation would include
the identification of the human cellular
or tissue-based product, the activities
performed and the results of such
activities, the date or dates of the
activity, the quantity of product subject
to the activity, and the disposition of the
product. The disposition of the product
would include, for example, the identity
of the consignee. Complete and accurate
identification of a consignee would
include not only the consignee’s name,
but its address and telephone number.

Section 1271.265(b) contains specific
requirements with respect to the receipt
of human cellular and tissue-based
products for processing, distribution, or
any other step in the manufacturing
process. As part of its receiving
activities, an establishment would be
required to inspect incoming human
cellular and tissue-based products,
according to established procedures, for
damage, contamination, deterioration,
or any other indication that the integrity
of the product had been impaired. The
establishment would then determine
whether to accept or reject the product.
Acceptance or rejection of the incoming
product would need to be documented.

An establishment receiving a human
cellular or tissue-based product would
also be required to ascertain its status
and handle the product appropriately.
For example, a product that is shipped
under quarantine, pending completion
of the donor-suitability determination
required under subpart C of part 1271,
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would be required to be maintained in
quarantine after its receipt until the
determination was complete. Other
issues of product status (e.g., stage in
processing, results of donor screening
and testing) would dictate other
appropriate action with respect to the
product.

Proposed § 1271.265(c) deals with an
establishment’s determination that a
product is “available for distribution,” a
term that the agency is proposing to
define in proposed § 1271.3(ff). Under
that definition, a human cellular or
tissue-based product is ““available for
distribution” if it has been determined
to meet all release specifications and to
be suitable for distribution. Under
§1271.265(c), an establishment would
be required to establish and maintain
procedures for making products
available for distribution, including
developing release criteria. These
procedures would be designed to
prevent the release of products that are
in quarantine, have deteriorated, or
otherwise have been manufactured in
violation of CGTP. They must also
prevent the release of products from
donors who have not been determined
to be suitable, except as provided under
proposed §§1271.65 and 1271.90.

Prior to making a human cellular or
tissue-based product available for
distribution, an establishment would be
required to review all records pertaining
to the product and to verify and
document that release criteria have been
met. The determination that a product is
available for distribution must be
documented and dated by a responsible
person.

Under § 1271.265(d), all packaging
and shipping containers would be
required to be designed, validated, and
constructed so as to ensure product
function and integrity and to protect the
product from damage, deterioration,
contamination, or other adverse effects
during customary conditions of
processing, storage, handling, and
distribution. Section 1271.265(e) would
require that appropriate shipping
conditions, to be maintained during
transit, be defined for each type of
product. And § 1271.265(f) would
require that an establishment develop
procedures for determining whether a
product that is returned to the
establishment may be returned to
inventory.

K. Records (Proposed § 1271.270)

Proposed §1271.270 contains general
requirements for recordkeeping under
part 1271. Section 1271.270(a) would
require establishments to maintain
records concurrently with the
performance of each significant step

required in subparts C and D of part
1271. Many, but not necessarily all, of
the requirements for documenting a
manufacturing activity are specifically
noted elsewhere in the regulations. For
example, an establishment’s receipt of
tissue for processing would be a
significant step that needs to be
documented; proposed § 1271.265(a)
lists the specific documentation that
would be required. As noted in
proposed § 1271.270(a), any
requirement in part 1271 that an activity
be documented involves the creation of
arecord, and that record would be
subject to the requirements of
§1271.270.

Section 1271.270(a) would require
records to be accurate, indelible, and
legible. Entries must be dated and the
person performing the work in question
must be identified. Records would have
to be sufficiently detailed to provide a
complete history of the work performed
and to relate the records to the
particular human cellular or tissue-
based product involved. In order to
protect the privacy of both donors and
recipients, adequate record security
systems would be required.

Under §1271.270(b), establishments
would have the flexibility to develop
individualized systems of maintaining
and organizing their records, so long as
certain objectives were achieved.
Records could be maintained in more
than one location, provided that the
records management system was
designed to ensure prompt
identification, location, and retrieval of
all records. Further, the records
management system would need to
facilitate the review of a particular
human cellular or tissue-based
product’s history both prior to its
release for distribution and, if necessary,
at a later date as part of a follow-up
evaluation or investigation. In addition
to records pertaining to individual
products, records for product types
would be required to be maintained and
organized. Thus, for example, a
manufacturer of several different types
of human cellular and tissue-based
products would be required to maintain,
for each product type, records of
pertinent procedures, product
specifications, labeling and packaging
procedures, and equipment logs. A
records management system could be as
simple as keeping all information
pertaining to the manufacture of one
product in one file folder, and keeping
all file folders for one product type, e.g.,
tendons, in one drawer of the file
cabinet. This drawer, labeled
“Tendons”, would also contain a folder
for “generic” procedures common to all
tendons. A more elaborate records

management system could utilize a
computer to generate files and subfiles.

Section 1271.270(d) and (e) deal with
methods and time frames for retaining
records. Under §1271.270(d), records
could be maintained electronically, as
original paper records, or as true copies.
Examples of true copies include
photocopies, microfiche, and microfilm.
Suitable equipment would be required
to be available for reading and
photocopying any records maintained
on microfiche or microfilm. Records
stored in automated data processing
systems must be backed up to prevent
their loss. Any electronic record or
electronic signature would be subject to
the requirements in 21 CFR part 11.

Under §1271.270(e), all records
would be required to be kept for 10
years after their creation. However,
consistent with proposed §1271.55(b)
on records of donor-suitability
determinations, records pertaining to a
particular human cellular or tissue-
based product must be retained at least
10 years after the date of implantation,
transplantation, infusion, or transfer of
the product. See donor-suitability
proposed rule (64 FR 52721). If the date
of implantation, transplantation,
infusion, or transfer is not known, then
the records must be retained at least 10
years after the date of the product’s
distribution, disposition, or expiration,
whichever is latest. The establishment
must make provisions for all records to
be maintained for the required period in
the event that the establishment ceases
operation. FDA requests comment on
whether there are specific types of
records for which a retention period
shorter than 10 years would be
appropriate and would not compromise
the agency’s ability to prevent the
introduction, transmission and spread
of communicable disease.

Section 1271.270(c) cross-references
records requirements proposed in
subpart C of part 1271 that relate to
donor testing and screening, in order to
make clear that records required under
subpart C of part 1271 are subject to the
recordkeeping requirements in
§1271.270. Section 1271.270(f) would
require an establishment to maintain
records of contracts, agreements, and
other arrangements with other
establishments under which any step in
the manufacturing process is performed
by the other establishment. These
records would need to contain not only
the name and address of the other
establishment, but also a description of
each party’s responsibilities.

L. Tracking (Proposed § 1271.290)

FDA considers product tracking to be
an essential component of its proposed
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regulatory system for human cellular
and tissue-based products. Should the
recipient of such a product contract a
communicable disease, tracking would
permit appropriate follow-up, such as
an investigation to determine whether
the human cellular or tissue-based
product transmitted the disease agent
and, if so, would permit steps to be
taken to prevent the distribution of
other similarly infected products.
Similarly, if a donor is discovered, post-
donation, to have had a communicable
disease, tracking would permit an
establishment to locate products from
that donor. Thus, a tracking system is
closely linked to the agency’s regulatory
objective of preventing the spread of
communicable disease.

As with other components of these
CGTP regulations, FDA is proposing
certain basic requirements, but is
allowing establishments flexibility in
designing tracking programs that suit
their particular activities. Auditing of an
establishment’s tracking method to
ensure its effectiveness would be
required under the quality program
(proposed § 1271.160(b)(8) and (d)).
FDA recognizes that some
establishments have already developed
and implemented tracking systems and
requests comments from those
establishments on the success or failure
of particular tracking methods.

Part 821 (21 CFR part 821) of FDA’s
regulations contains the medical device
tracking requirements. Except for dura
mater, human cellular and tissue-based
products regulated as devices generally
have not been subject to tracking under
part 821; thus, there will be little or no
duplication of tracking requirements.
When a human cellular or tissue-based
product is designated as a “tracked
device,” and subject to the device
tracking regulations, the manufacturer
would be required to satisfy both sets of
tracking requirements. However, given
the variety of methods that could be
devised to satisfy the tracking
requirements proposed in § 1271.290, it
is foreseeable that a single tracking
method could be adopted that conforms
with the requirements of both
§1271.290 and part 821.

Proposed § 1271.290 would require
each human cellular or tissue-based
product to be tracked. Section
1271.290(a) would place the tracking
obligation on each establishment that
performs any step in the manufacture of
a human cellular or tissue-based
product.

Proposed § 1271.290(b) would require
the establishment to establish and
maintain a method of product tracking
that enables the tracking of all human
cellular and tissue-based products from

the donor to the recipient or final
disposition and conversely from the
recipient or final disposition to the
donor. FDA recognizes, however, that
some establishments may be better
equipped than others to establish an
effective tracking system. For this
reason, the agency proposes to permit
an establishment that performs some,
but not all, of the steps in the
manufacturing process to participate in
a method of product tracking that has
been established by another
establishment responsible for other
steps in the manufacturing process,
provided that the tracking method meets
all the requirements of § 1271.290. One
possible method of tracking would be to
collect information about recipients on
cards that are returned to the tracking
establishment.

Section 1271.290(c) would require
that each human cellular or tissue-based
product be assigned and labeled with a
distinct identification code (e.g.,
alphanumeric) that relates the product
to the donor and to all records
pertaining to the product. Except in the
case of autologous or directed
donations, such a code must be created
specifically for tracking and may not
include an individual’s name, social
security or medical record number. An
establishment that receives a human
cellular or tissue-based product for
further manufacturing might use the
code already assigned or might assign a
new identifier to the product. The
regulation specifies, however, that an
establishment that assigns a new
identifier to a product shall establish
and maintain procedures for relating the
new identifier to the old identifier.

Section 1271.290(d) would require
establishments to ensure, through
agreements with consignees or through
other measures, that the code and type
of each human cellular or tissue-base
product that is implanted, transplanted,
infused, or transferred into a recipient
be recorded in the reci