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$1271.3 How does FDA define impor-
tant terms in this part?

The following definitions apply only
to this part:

(d) Human cells, tissues, or cellular or
tissue-based products (HCT/Ps) means ar-
ticles containing or consisting of
human cells or tissaues that are in-
tended for implantation, transplan-
tation, infusion, or transfer into a
human recipient. Examples of HCT/Ps
include, but are not limited to, bone,
ligament, skin, dura mater, heart
valve, cornea, hematopoietic stem/pro-
genitor cells derived from peripheral
and cord blood, manipulated
autologous chondrocytes, epithelial
cells on a synthetic matriz, and semen
or other reproductive tissue. The fol-
lowing articles are not considered HCT/
Ps:

(1) Vascularized human organs for
transplantation;

(2) Whole blood or blood components
or blood derivative products subject to
listing under parts 607 and 207 of this
chapter, respectively;

(3) Secreted or extracted human
products, such as milk, collagen, and
cell factors; except that semen is con-
sidered an HOT/P;

(4) Minimally manipulated bone mar-
row for homologous use and not com-
bined with another article (except for
water, crystalloids, or a sterilizing,
preserving, or storage agent, if the ad-
dition of the agent does not raise new
clinical safety concerns with respect to
the bhone marrow);

(5) Ancillary products used in the
manufacture of HCT/P;

(6) Cells, tissues, and organs derived
from animals other than humans; and

(7) In vitro diagnostic products as de-
fined in §809.3(a) of this chapter.

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

§ 1271.290 Tracking.

Subpart D—Current Good Tissue
Practice

(a) General. If you perform any step
in the manufacture of an HCT/P in
which yvou handle the HCT/P, you must
track each such HCTYP in accordance
with this section, to facilitate the in-
vestigation of actual or suspected
transmission of communicable disease
and take appropriate and timely cor-
rective action.

(b) System of HCT/P tracking. (1) You
must establish and maintain a system
of HCTYP tracking that enables the
tracking of all HCT/Ps from:

(i) The donor tc the consignee or
final disposition; and

(ii) The consignee or final disposition

! 0 the donor.

(2) Alternatively, if you are an estab-
lishment that performs some but not
all of the steps in the manufacture of
an HCT/P in which you handle the HCTY
P, you may participate in a system of
HCT/P tracking established and main-
tained by another establishment re-
sponsible for other steps in the manu-
facture of the same HCT/P, provided
that the tracking system complies
with all the requirements of this sec-
tion.

(¢) Distinct identification code. As part
of your tracking system, you must en-
sure: That each HCT/P that you manu-
facture is assigned and labeled with a
distinct identification code, e.g., alpha-
numeric, that relates the HCE/P to the
donor and to all records pertaining to
the HCT/P; and that labeling includes
information designed to facilitate ef-
Tective - tracking, using the distinct
identification code, from the donor to
the recipient and from the recipient to
the donor. Except as described in
§1271.55(a)1), you must create such a
code specifically for tracking, and it
may not include an individual’s name,
social security number, or medical
record number. You may adopt a dis-
tinet identification code assigned by
another establishment engaged in the
manufacturing process, or you may as-
sign a new code. If you assign a new
code to an HCT/P, you must establish
and maintain procedures for relating
the new code to the ¢ld code.

(Q) Tracking from consignee to donor.
As part of your tracking system, you
must establish and maintain a method

- for recording the distinet identifica-



tion code and type of each HCT/P dis-
tributed to a consignee {to enable
tracking from the consignee to the
donor.

(e) Tracking from donor to consignee or
final disposition. As part of your track-
ing system, you must establish and
maintain a method for documenting
the disposition of each of your HCT/Ps,
to enable tracking from the donor to
the consignee or final disposition. The
information you maintain must permit
the prompt identification of the con-
signee of the HCT/P, if any.

() Consignees. At or before the time
of distribution of an HCT/P to a con-
gignee, you must inform the consignee
in writing of the requirements in this
section and of the tracking system
that you have established and are
maintaining to comply with these re-
quirements.

(2) Requirements specific to dura mater
donors. You must archive appropriate
specimens from each dconor of dura
mater, under appropriate storage con-
ditions, and for the appropriate dura-
tion, to enable testing of the archived
material for evidence of transmissible
spongiform encephalopathy, and to en-
able appropriate disposition of any af-
fected nonadministered dura mater tis-
sue, if necessary.

{69 FR 68681, Nov. 24, 2004, as amended at 70
FR 28952, May 25, 20051 Coe
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on advanced therapy medicinal products and amending Directive 2001/83/EC
and Regulation (EC} No 7262004

(Text with EEA relevance)

CHAPTER 1
SUBJECT MATTER AND DEFINITIONS

Article 1
Subject matter

“This Regulation lays down specific rules concerning the authori-
sation, supervision and pharmacovigilance of advanced therapy
medicinal products.

Article 2
Definitions

1. Inaddition to the definitions laid down in Article 1 of Direc-
tive 2001{83/EC and in Article 3, points (a) to (I} and {0} to {q) of
Directive 2004/23[EC, the following definitions shall apply for
the purposes of this Regulation:

(2} ‘Advanced therapy medicinal product’ means any of the fol-
lowing medicinal products for human use:

— a gene therapy medicinal product as defined in Part IV
of Annex I to Directive 2001/83/EC,

— a somatic cell therapy medicinal product as defined in
Part IV of Annex I to Directive 2001/83/EC,

— atissue engineered product as defined in point (b).
(b} ‘Tissue engineered product’ means a product that:
— contains or consists of engineered cells or tissues, and

— ig presented as having properties for, or is used in or
administered to human beings with a view to regenerat-
ing, repairing or replacing a human tissue.

A tissue engineered product may contain cells or tissues of
human or anima! origin, or both. The cells or tissues may be
viable or non-viable. t may also contain additional sub-
stances, such as cellular products, bio-molecules, bio-
materials, chemical substances, scaffolds or matrices.

Products containing or consisting exclusively of non-viable
human or animal cells andfor tissues, which do not contain
any viable cells or tissues and which do not act principally by
pharmacological, immunological or metabolic action, shall
be excluded from this definition.

(© Cells or tissues shall be considered ‘engineered’ if they fulfil
- at least one of the following conditions:

— the cells or tissues have been subject to substantial

. manipulation, so that biological characteristics, physi-

ological functions or structural properties relevant for

the intended regeneration, repair or replacement are

achieved. The manipulations listed in Annex I, in par-

ticular, shall not be considered as substantial
manipulations,

— the cells or tissues are not intended to be used for the
same essential function or functions in the recipient as
in the donor.

(d) ‘Combined advanced therapy medicinal product’ means an
advanced therapy medicinal product that fulfils the follow-
ing conditions:

— it must incorporate, as an integral part of the product,
one or more medical devices within the meaning of
Article 1(2)(a) of Directive 93{42/EEC or one or more
active implantable medical devices within the meaning
of Article 1{2)(c} of Directive 90/385/EEC, and

— its cellular or tissue part must contain viable cells or tis-
sues, or

— its cellular or tissue part containing non-viable cells or
tissues must be liable to act upon the human body with
action that can be considered as primary to that of the
devices referred to.

2. Where a product contains viable cells or tissues, the phar-
macological, immunological or metabolic action of those cells or
tissues shall be considered as the principal mode of action of the
product. '
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3.  An advanced therapy medicinal product containing both
autologous (emanating from the patient himself) and allogeneic
(coming from another human being) cells or tissues shall be con-
sidered to be for allogeneic use.

4. A product which may fall within the definition of a tissue
engineered product and within the definition of a somatic cell
therapy medicinal product shall be considered as a tissue engi-
neered product,

5. A product which may fall within the definition of:

— & somatic cell therapy medicinal product or a tissue engi-
neered product, and

— a gene therapy medicinal product,

shall be considered as a gene therapy medicinal product.

CHAPTER 5
'POST-AUTHORISATION REQUIREMENTS

Attice 15
Traceability

1.  The holder of a marketing authorisation for an advanced
therapy medicinal product shall establish and maintain a system
ensuring that the individual product and its starting and raw
materials, including all substances coming into contact with the
cells or tissues it may contain, can be traced through the sourc-
ing, manufacturing, packaging, storage, transport and delivery to
the hospital, institution or private practice where the product is
used.

2. The hospital, institution or private practice where the
advanced therapy medicinal product is used shall establish and

- maintain a system for patient and product traceability. That sys-

tem shall contain sufficient detail to allow linking of each prod-
uct to the patient who received it and vice versa.

3.  Where an advanced therapy medicinal product contains
human cells or tissues, the marketing authorisation holder, as well
as the hospital, institution or private practice where the product
is used, shall ensure that the traceability systems established in
accordance with paragraphs 1 and 2 of this Article are comple-
mentary to, and compatible with, the requirements laid down in
Articles 8 and 14 of Directive 200423 EC as regards human cclls
and tissues other than blood cells, and Articles 14 and 24 of
Directive 2002/98/EC as regards human blood cells.

4, The marketing authorisation holder shall keep the data
referred to in paragraph 1 for a minimum of 30 years after the
expiry date of the product, or longer if required by the Commis-
sion as a term of the marketing authorisation.

5. Incase of bankruptcy or liquidation of the marketing autho-
risation holder, and in the event that the marketing authorisation
is not transferred to another legal entity, the data referred to in
paragraph 1 shall be transferred to the Agency.

6.  In the event that the marketing authorisation is suspended,
revoked or withdrawn, the holder of the marketing authorisation
shall remain subject to the obligations laid down in paragraphs 1,
3 and 4. .

7. The Commission shall draw up detailed guidelines relating
to the application of paragraphs 1 to 6, in particular the type and
amount of data referred to in paragraph 1.
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