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PREFACE

hese Standards for Hematopoietic Progenitor Cell and
I Cellular Product Services have been prepared by the
Hematopoietic Progenitor Cell and Cellular Product Services

. Standards Program Unit (HPC SPU), the CQuality
Management Subcommittee (QMS), and the Standards Program
Committee (SPC) of the American Association of Blood Banks (AABB)
to maintain and enhance the quality and safety of services provided by
hematopoietic progenitor cell (HPC) and cellular product services and
to provide a basis for the accreditation program of the Association. The
effective date of this 3rd edition, for purposes of the activities of the
AABB, is May 1, 2002.

This 3rd edition of Standards for Hematopoietic Progenitor Cell and
Cellular Product Services (HPC and Cellular Product Standards) has
been broadened in its name and in its scope. With the addition of cellular
products, these standards now encompass a larger portion of a new and
expanding field.

The Food and Drug Administration published a proposed rule on Janu-
ary 8, 2001, titled “Current Good Tissue Practice for Manufacturers of
Human Cellular and Tissue-Based Products.” The good tissue practice
(GTP) requirements were considered in the development of these HPC
and Cellular Product Standards. The HPC SPU incorporated require-
ments derived from the GTP document that were considered to reflect a
desirable standard of care.

While many aspects of the HPC and Cellular Product Standards have
not been changed, the HPC SPU wishes to inform readers of the follow-
ing key revisions in the certain specific chapters.

Section 3—Agreement Review. Standard 3.7, Tracing and
Tracking, is new and it requires that facilities be able to trace and track
the cellular product from the point of collection until that of administra-
tion. While the requirement for traceability of the product is not new, the
requirement for an agreement to ensure traceability is. Also, a new Refer-
ence Standard 3R-A, Informed Consent for Cellular Collection Proce-

3 dure, has been added. Reference Standard 3R-A is consistent with the
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Standards for Cord Blood Services, 1st edition, and articulates the pro-
cess of informed consent for donor or the donor’s legally authorized rep-
resentative.

Section 9—Process Control. Due to the fact that Section 9 con-
tains a majority of the technical and operational requirements, there
are many new and revised standards in this section. Standard 9.2,
Equipment, has been added, with the purpose of providing clarity to
the selection of equipment used in collection or processing. Standard
9.2.2 has been added and addresses the need to ensure the cleanliness
of and scheduled preventive maintenance for all critical equipment.
While this was implied in previous editions, the HPC SPU felt it would
be best to specifically include it in this edition. The control of the in-
spection, measuring, and testing equipment is addressed in Section
11. With this new edition, changes have been made to the reference
standards, particularly the consolidation of both related and unrelated
allogeneic donor qualification requirements into a single Reference
Standard, 9R-B. Also new to both Reference Standards 9R-A and 9R-B
is the deletion of the requirement that all donor-patients of childbear-
ing potential be tested for pregnancy within 72 hours prior to initia-
tion of hematopoietic growth factor administration, or myeloablative
therapy. The standard now merely states that a pregnancy assessment
must be performed without prescribing a timeframe. Finally, Refer-
ence Standard 9R-C, Processing Tests, has been updated with the ad-
dition of four new tests to be performed on each cellular product.
These tests include a relevant cell count, antigen expression analysis
appropriate for the cellular product, test(s) for cell viability, and test(s)
for product sterility.

Section 11—Control of Equipment. While this section did not un-
dergo many changes content-wise, the format has changed to better ar-
ticulate the meaning and scope of the requirements in this section. The
change of format for this section runs in accordance with the creation of
Standards 9.2, 9.2.1, 9.2.2, and 9.2.3. As stated above, the purpose of
Section 9 is to define the criteria by which an HPC facility selects and
qualifies its equipment, whereas Section 11 is designed to ensure valida-
tion and calibration of equipment within the facility. This section also ad-

Xii
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dresses the control and use of equipment used for inspection, measuring,
and testing of specific equipment. Standard 11.2.1, Equipment Malfunc-
tion, has been added. The standard requires that records of all malfunc-
tions and any associated corrective actions be maintained, in
conformance with Section 16, Control of Records.

Section 13—Deviations and Nonconforming Products and Ser-
vices. Standard 13.1.2, Review and Disposition of Nonconforming Ma-
terials and Products, has been significantly revised since the last edition.
The standard now requires that all nonconformances deemed to affect
quality be reported to the recipient’s physician, as well as any facility that
may have received the nonconforming cellular product. Also, all records
of such nonconforming activities, including the actions taken or the ac-
ceptance for use, have to be maintained in accordance with Section 16,
Control of Records. A new Standard, 13.4.2, concerning adverse events,
has been added. Administering facilities must have a process for the noti-
fication of the collection or processing service when an adverse event re-
lating to any kind of product failure occurs.

Section 16—Contol of Records. The majority of changes to this sec-
tion reflect the changes in language throughout the rest of the HPC and
Cellular Product Standards. Reference Standard 16R-A has been
changed to allow for records to be retained for 10 years after the trans-
plantation or final disposition of the HPC or cellular product. The previ-
ous retention time had been indefinite. This has been changed in
accordance with the GTP requirements, which only require a maximum
record retention of 10 years after transplantation or disposition of the
product for retention.

This is a very visible and rapidly changing field of medicine. As the use
of cellular therapies becomes more prominent in hospitals and clinics
around the country, standards to provide a quality framework for collect-
ing and processing of cellular products are needed to keep pace with the
developments of these highly innovative treatments. The committee has
broadened the focus of these HPC and Cellular Product Standards to in-
clude general requirements for cells from many sources, instead of focus-
ing solely on peripheral blood progenitor cells.
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From a personal point of view, I want to express my deep appreciation
to the program unit members and liaisons for their expertise, diligence,
and commitment to producing standards for this emerging field.

N. Rebecca Haley, MD
Chair, Hematopoietic Progenitor Cell Standards Program Unit
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INTRODUCTION

he Standards Program Committee (SPC) is an umbrella
committee whose primary role is to oversee the creation,
development, and revision of all AABB standards to ensure
A harmonization and consistency in AABB’s standard-setting
ctivities. The SPC consists of the chair, the Quality Management
1 such as the
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consistent message. The standards program units are responsible for
creating technical standards based on a review of current scientific and
medical data, when available. The subcommittees and program units
work together to ensure that the format and content of the HPC and
Cellular Product Standards, particularly as it relates to quality
management concepts, is consistent with the goals of the AABB.

This 3rd edition of Standards for Hematopoietic Progenitor Cell and
Cellular Product Services, developed by the HPC SPU, is based on input
from a variety of sources, including member comments, a public member
on the program unit, and recognized experts in progenitor cell and cellu-
lar product collection and processing. These standards have been devel-
oped on the basis of good medical practice and, when available, scientific
data.

These standards outline the elements that must be covered in a com-
prehensive quality plan to provide the necessary requirements for operat-
ing an accredited hematapoietic progenitor cell and cellular product
service. This includes the establishment and maintenance of a quality
system and additional technical policies, processes, and procedures to ad-
dress requirements such as those for the qualification and training of per-
sonnel, the management of agreement reviews, proper document and
record control, and design review (including, for example, a responsible
change control mechanism). The goal of the standards is to ensure qual-
ity in the care of the patient or donor and the proper control of safeguards
_ necessary for the provision of HPCs and cellular products that can be

* used with confidence by the recipient’s physician.
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For the purposes of this publication, an HPC and cellular product ser-
vice qualifies donors and collects, processes, stores, and distributes HPCs
and cellular products for medical procedures such as marrow transplan-
tation and cellular therapy for disease. While the requirements address
the interface between the collecting/processing and transplanting facili-
ties, they do not specifically address the transplantation of HPCs or cellu-
lar products. There is an appropriate overlap of concern for patient
protection in this interface; however, the transplanting facility should
have additional policies, processes, and procedures to address the safety
of the patient and to ensure the appropriate use of the HPC or cellular
product.

The HPC and Cellular Product Standards represents accepted mini-
mum requirements that may be exceeded in practice. Many organiza-
tions working in special situations can, and should, be more rigorous in
their internal requirements. Urgent medical conditions may warrant ab-
breviations of practices required by these HPC and Cellular Product
Standards; records of the need to do so must be maintained.

The majority of the HPC and Cellular Product Standards s in compli-
ance with existing applicable federal laws and requirements. However,
no assurances can be given that compliance with these standards will re-
sult in compliance with all applicable laws and regulations (federal, state,
or local). HPC services must take all steps necessary to ensure compli-
ance with all applicable laws and regulations.

Alternative methods or approaches that deviate from these standards
require written approval of a variance or exemption by the HPC SPU. Re-
quests for a variance or exemption should be submitted to the HPC SPU
through the AABB National Office with supporting data. The program
unit will review the request and report its decision to the submitting labo-
ratory. If a laboratory disagrees with the decision, it may appeal the deci-
sion to the Standards Review Committee.

Investigative studies may necessitate deviation from these standards.
Such studies must be performed under the direction of qualified individu-
als with consideration for the therapeutic requirements of the patient and
the safety of the patient, donor, and facility personnel. When possible,
such modifications should not supplant or eliminate the requirements of
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these HPC and Cellular Product Standards. Scientific studies that modify
or replace these requirements must be approved by the appropriate Insti-
tutional Review Board for the Protection of Human Subjects.

The guiding principle of this document is to be consistent with avail-
able scientific information. The program unit endeavored to make the re-
quirements simple, clear, practical, and helpful, rather than restrictive.
The use of these HPC and Cellular Product Standards should aid in de-
veloping and maintaining processes and procedures that will provide safe
and effective transplantation, as well as a safe work environment for labo-
ratory personnel.

“Notes” and “Reference Standards” have been retained for this edi-
tion. Notes are meant to be explanatory, giving the setting or scope in
which the standard’s requirements are considered. On the other hand,
reference standards are very specific technical standards, often in a chart
format, that address “how” a requirement is to be met. All require-
ments—whether in paragraph, list, or chart format—are of equal impor-
tance. From a practical point of view, it is anticipated that from edition to
- edition of these HPC and Cellular Product Standards, the reference stan-
dards will be revised most often, while the more general standards will
change with less frequency. Throughout the text, the reader is referred
to the end of each section, where the reference standards are located. For
example, 9R-B refers to Section 9, Process Control, and is the second ref-
erence standard in this section.

A glossary is also included, with terms defined to reflect usage in the
context of the HPC and Cellular Product Standards, rather than general
usage. Terms listed in the glossary are underscored when first used in the
text. As stated in the glossary, the word “shall” is used to indicate a man-
datory requirement and describes the single acceptable activity or
method; all standards are requirements, and failures to meet a specified
requirement constitutes a nonconformance under the accreditation pro-
gram of the AABB.

Xvii
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1.1

1.2

1.2.1

1. MANAGEMENT RESPONSIBILITY

Quality Policy
The hematopoietic progenitor cell and cellular product ser-

vice’s (hereinafter, “HPC and cellular product service”) execu-
tive management shall define and document the HPC and
cellular product service’s policy for achieving and maintaining
quality in donor selection, collection, processing, storage, dis-
tribution, and administration and/or the provision of services
(hereinafter, “the collection, processing, storage, distribution,
and administration of HPCs and cellular products and the pro-
vision of related services”). The quality policy shall describe
the HPC and cellular product service’s objectives for quality
and its commitments to quality. The HPC and cellular product
service’s executive management shall ensure that this quality
policy is understood, implemented, and maintained at all lev-
els of the organization.

Organization

Responsibility and Authority

The HPC and cellular product service shall define and doc-

ument the responsibility, authority, and relationship of

personnel who perform, verify, or manage work covered
by these Standards for Hematopoietic Progenitor Cell and

Cellular Product Services (HPC and Cellular Product

Standards), particularly for personnel who:

1)  Ensure that the collection, processing, storage, distri-
bution, and administration of HPCs and cellular prod-
ucts and services conform to specified requirements
(see Section 2.1, General).

2) Identify, and maintain records of, any problems re-
lated to the quality system, the collection, processing,
storage, distribution, and administration of HPCs and
cellular products and services.




1. Management Responsibility

1.2.2

1.2.3

1.2.4

3) Initiate, recommend, or implement corrective action
to these problems.

4)  Verify the implementation and assess the effective-
ness of corrective action.

5)  Control further collection, processing, storage, distri-
bution, or administration of HPCs and cellular prod-
ucts and the provision of services until the problem
has been corrected.

6) Maintain, monitor, and control the adequacy of facili-
ties and environmental conditions.

Resources

The HPC and cellular product service shall identify re-
source requirements and provide adequate resources to
perform, verify, and manage any activity covered by these
HPC and Cellular Product Standards.

Management Representative

The HPC and cellular product service’s executive manage-
ment shall appoint a member of management who, irre-
spective of other responsibilities, shall have defined
authority for ensuring that the HPC and cellular product
service establishes, implements, and maintains a quality
system that meets the requirements of these HPC and Cel-
lular Product Standards. This individual shall report to ex-
ecutive management on the performance of the quality
system. This report shall be the basis for management re-
view and improvement of the quality system.

Management Review

The HPC and cellular product service’s executive manage-
ment shall review the quality system at defined intervals
that ensure the system meets the requirements of these
HPC and Cellular Product Standards. Records of these re-
views shall be maintained in conformance with Section
16, Control of Records.




1. Management Responsibility

1.2.5 Management Responsibility and Qualifications

1.2.5.1

1.2.5.2

1.2.5.3

1.2.5.4

Executive Management

The HPC and cellular product service shall define ex-
ecutive management. Executive management shall
have responsibility and authority for the HPC and cel-
lular product service’s operations and the authority to
establish or make changes to the HPC and cellular
product service’s quality policy and quality system.

Medical Director

The HPC and cellular product service shall have a
medical director(s) who is a licensed physician and
qualified by training or experience in performing or
supervising the procurement, processing, and storage
of HPCs and cellular products. The medical direc-
tor(s) shall have responsibility and authority for all
medical aspects of the HPC and cellular product ser-
vice that are related to the provision of HPCs and cel-
lular products and related services.

Laboratory Director

The HPC and cellular product service shall have a
laboratory director with a relevant doctoral degree
who is qualified by training and/or experience. The
laboratory director shall be responsible for all techni-
cal aspects of the HPC and cellular product service
that are related to the provision of HPCs and cellular
products and related services.

Job Qualifications

The HPC and cellular product service shall identify
appropriate qualifications for each job position that af-
fects quality.
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2.2

2.3
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2. QUALITY SYSTEM

General

The HPC and cellular product service shall establish, docu-
ment, and maintain a quality system to ensure that the collec-
tion, processing, storage, distribution, and administration of
HPCs and cellular products and services conform to specified
requirements. The HPC and cellular product service shall pre-
pare a guality manual that incorporates or references the re-
quirements of these HPC and Cellular Product Standards,
incorporates or references detailed HPC and cellular product
service processes and procedures, and outlines the structure of
the documentation used in the quality system.

Quality System Policies, Processes, and Procedures
The HPC and cellular product service shall develop, docu-
ment, and effectively implement policies, processes, and pro-
cedures for the quality system to ensure that the requirements
of these HPC and Cellular Product Standards are satisfied.

Quality Planning for New or Changed Products or Ser-
vices )

The HPC and cellular product service shall define and docu-
ment how the requirements of these HPC and Cellular Prod-
uct Standards will be ensured for each new or changed
product or service. The documentation shall be in a format
that suits the nature of the change and the HPC and cellular
product service’s operations.

Annual Review of Policies, Processes, and Procedures
Annual review of each policy, process, and procedure of the
HPC and cellular product service shall be performed by the
laboratory director and/or medical director. Records of these
reviews shall be maintained in conformance with Section 16,
Control of Records. ‘
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3.4

3. AGREEMENT REVIEW

General

The HPC and cellular product service shall establish and main-
tain policies, processes, and procedures for reviewing agree-
ments to provide products and services to the HPC and
cellular product service’s customers.

[Note 1: For issues relating to the acquisition of materials or
services by an HPC and cellular product service, see Section 0,
Obtaining Materials (Including HPCs and Cellular Products)
and Services.|

Review

Before acceptance of a verbal or written agreement, the agree-

ment shall be reviewed by the HPC and cellular product ser-

vice to ensure that:

1) The customer’s requirements are adequately defined.

2) Any differences between the agreement requirements
and the products or services offered under the agreement
are resolved.

3) The HPC and cellular product service has the capability
to meet the agreement requirements.

Changes to Agreements

The HPC and cellular product service shall define how
changes to agreements are made and communicated to af-
fected HPC and cellular product service personnel.

Records

Records of agreements, reviews of, and changes to agree-
ments, shall be maintained in conformance with Section 16,
Control of Records.




3. Agreement Review

3.5

3.5.1

3.5.2

3.5.2.1

Agreements Relating to HPCs and Cellular Products

Agreements to Collect Data Regarding Transplanta-

tion or Cellular Therapy

The collecting HPC and cellular product service shall en-
sure that an agreement is made with the administering
HPC and cellular product service to collect and provide
engraftment data, and/or outcomes of transplantation or
cellular therapy and information on adverse events sus-
pected to be linked to the administered product. Reference

Standard 16R-B applies.

Disposition Agreements

Prior to collection, there shall be agreement with the do-
nor (or donor’s legally authorized representative), the in-
tended recipient (if one has been identified), the
transplanting physician (if any), and the storage HPC and
cellular product service about the conditions of storage
and the indications for discard of the HPCs and cellular
products. Prior to discard, the HPC and cellular product
service shall make a good-faith effort to notify either the in-
tended recipient, the intended recipient’s physician, or the

transplant physician.

transplant physician.

If the conditions for discard are not described in the
original agreement(s), the storage HPC and cellular
product service shall communicate with the intended
recipient’s physician to evaluate the continuing need
for storage of the HPCs and cellular products. Prior to
discard, the HPC and cellular product service shall
make a good-faith effort to notify either the intended
recipient, the intended recipient’s physician, or the




3. Agreement Review

3.6

3.7

3.5.2.2 Documentation of death or of no further need for

3.53

3.54

HPCs and cellular products shall be made prior to dis-
card.

Physician Orders

Any medical therapy to be provided by the HPC and cellu-
lar product service shall be ordered by the patient’s physi-
cian. Orders shall contain sufficient information for
positive identification of the patient.

Informed Consent

Prior to collection, the HPC and cellular product service
shall obtain informed consent of the donor or the donor’s
legally authorized representative in conformance with
AABB Reference Standard 3R-A and applicable law. In-
formed consent records shall be maintained in confor-
mance with Section 16, Control of Records.

3.5.4.1 The HPC and cellular product service shall ensure

that informed consent of the allogeneic donor is ob-
tained prior to myeloablative therapy of the recipient.

Claims

Any claims or promotional material shall be based on data and
validated processes. Information and educational materials
provided to potential donors and recipients shall be supported.

Tracing and Tracking

The HPC and cellular product service shall ensure that the re-
ceiving facility has agreed to participate in HPC and cellular
product tracing and tracking.




3. Agreement Review

Reference Standard 3R-A. Informed Consent for Cellular

.
n PDraradiinn
Collection Procedure

The informed consent process shall include an explanation in
understandable terms to the donor or the donor’s legally authorized
representative of any applicable risks, discomforts, benefits, and
alternatives, and shall include the following elements:

A.  Description of participation and invitation to become a donor, in-

cluding:
1. Cellular collection procedure, including a general explana-
tion of the indications for and results of cellular collection.
2. Sample collection and storage for possible future testing,
3. Testing for infectious diseases and genetic disorders, or other
conditions as indicated.

Notification of abnormal test results.

Review of medical history.

Possible dispositions of the cellular donation.

Discussion of confidentiality.

8.  Ownership.

B.  The donor or the donor’s legally authorized representative shall
acknowledge in writing that he or she has understood the risks
and benefits of cellular donation and that he or she has been given
the opportunity to ask questions and had those questions an-
swered satisfactorily.

C.  The informed consent process shall be in conformance with all ap-
plicable law.

D.  Informed consent requirements and regulations that apply to do-
nors who are minors shall be met.

E.  The donor or the donor’s legally authorized representative shall
have the opportunity to deny or withdraw consent to the collec-
tion procedures without affecting their access to medical care.

NoUn s




4.1

4.2

4.3

4.4

- e

4. DESIGN CONTROL

General

The HPC and cellular product service shall establish and main-
tain policies, processes, and procedures to control and verify
the design of new or changed HPCs and cellular products or
services to ensure that the design goals and specified require-
ments are met.

Design Goals

The HPC and cellular product service shall identify, docu-
ment, and review design goals and requirements. Incomplete,
ambiguous, or conflicting requirements shall be resolved with
those responsible for creating the requirements.

Design and Development Planning
The HPC and cellular product therapy service shall identify
how design output will meet design goals. The appropriate or-
ganizational and technical groups, including groups responsi-
ble for software or hardware processes, shall be identified and
consulted during the planning process.

Design Output

Design output shall:

1) Be documented in a manner that permits verification of
the output against design goals and requirements.

2)  Meet the design goals.

3) Contain or make reference to acceptance criteria.

4) Meet the characteristics of the design that are critical to
the safety and efficacy of a new or modified product or
service.

Records shall be maintained in conformance with Section 16,

Control of Records.




4. Design Control

4.5

4.6

4.7

4.8

4.9

4.9.1

Design Review

Where applicable, reviews of the design output shall be
planned and conducted at appropriate stages of design. Re-
cords shall be maintained in conformance with Section 16,
Control of Records.

Design Verification
Design verification shall be performed to ensure that the de-

sign output meets the design goals. Records shall be main-
tained in conformance with Section 16, Control of Records.

Design Validation
Design validation shall be performed to ensure that the prod-
uct or service consistently conforms to defined requirements.
Records shall be maintained in conformance with Section 16,
Control of Records.

Design Changes

All design changes shall be identified, documented, reviewed,
and approved by appropriate personnel before their implemen-
tation. Records shall be maintained in conformance with Sec-
tion 16, Control of Records.

Design Approvals

Research performed under a research protocol that involves
administration of HPCs and cellular products shall be per-
formed only after approval of the protocol by an Institutional
Review Board (IRB) and, where applicable, under an Investiga-
tional New Drug (IND) application or Investigational Device
Exemption (IDE). Records of approvals shall be maintained in
conformance with Section 16, Control of Records.

Research Results

Records of research results pertaining to expected and un-
expected clinical effects shall be maintained in confor-
mance with Section 16, Control of Records.

10
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5.1

5.2

5.3

5.4

5. DOCUMENT CONTROL

General

The HPC and cellular product service shall establish and main-
tain policies, processes, and procedures to control all docu-
ments that relate to the requirements of these HPC and
Cellular Product Standards.

Document Approval and Distribution

The HPC and cellular product service shall review and ap-

prove all documents prior to issuance. The document control

process shall ensure that:

1) Documents are identified with the current revision sta-
tus.

2) Appropriate documents are available at all locations

where operations covered by these HPC Standards are

performed.

Invalid or obsolete documents are not used.

4)  Any archived obsolete documents are suitably identified
as such.

L

Document Changes

Changes to documents shall be reviewed and approved in the
same manner as the original review and approval, unless a dif-
ferent process or procedure is specifically established. Individ-
uals authorized to review and approve changes shall have
access to all background information necessary to conduct the
review and approval.

List of Documents

The HPC and cellular product service shall maintain a master
list of all documents that relate to the requirements of these
HPC and Cellular Product Standards.

11



5. Document Control

5.5 Format
Policies, processes, and procedures established by the HPC
and cellular product service shall be in a standardized format.
Additional policies, processes, and procedures, such as those
in an operator’s manual, may be incorporated by reference.

5.6 Document Retention
The HPC and cellular product service shall determine which,
if any, documents shall be archived or made obsolete. Copies
of archived policies, processes, and procedures shall be re-
tained. Standard 16.4, Record Retention, applies.

E
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' 6. OBTAINING MATERIALS (INCLUDING HPCS AND

6.1

6.2

CELLULAR PRODUCTS) AND SERVICES

General

The HPC and cellular product service shall establish and main-
tain policies, processes, and procedures to ensure that pur-
chased, donated, or otherwise acquired materials or services
conform to specified requirements.

[Note 2: Purchased, donated, or otherwise acquired materials
include but are not limited to, HPCs and cellular products,
HPCs and cellular products intended for further processing,
containers, test kits, and reagents. Services include activities
required to maintain HPC and cellular product service equip-
ment and instruments.)

Evaluation of Suppliers

The HPC and cellular product service shall:

1) Evaluate and select any supplier of a material or service
that is intended for incorporation into HPCs and cellular
products or services, or that affects the quality of the
HPCs and cellular products or services, on the basis of the
supplier’s ability to meet specified requirements.

2) Define the type and extent of control required over the
supplier. The type and extent of control shall depend
upon the type of material or service, the impact of the ma-
terial or service on the quality of the final product or final
service, and the previous performance of the supplier.

3) Maintain records of acceptable suppliers in conformance
with Section 16, Control of Records.

4) Report to management personnel with contracting au-
thority when a supplier fails to meet specified require-
ments.

13
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6. Obtaining Materials and Services

6.3

6.4

6.5

6.4.1

6.4.2

Purchasing Information

Purchasing documents shall contain information that clearly
describes the material or service ordered. The HPC and cellu-
lar product service shall review and approve purchasing docu-
ments for adequacy of the specified requirements prior to
release.

[Note 3: This section only applies to HPC and cellular product
services that have the authority to review and/or approve pur-
chasing documents.|

Verification of Obtained Materials

Certificate of Analysis

The HPC and cellular product service shall request a certif-
icate of analysis from the supplier for material that comes
into contact with the HPC or cellular product.

Test Kits

FDA:licensed, -approved, or -cleared test kits shall be used.
Test kits shall be used in accordance with the manufac-
turer’s directions.

Records

Records required by Reference Standard 6R-A shall be created
for obtained materials and maintained in conformance with
Section 16, Control of Records.

14
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6. Obtaining Materials and Services

5’"} Reference Standard 6R-A. Records of Obtained Materials

The following information regarding obtained materials shall be re-
corded:

1. Type of materials.

2. Manufacturer or source.

3. Lot number or unique identifier.
4. Date of receipt.

5. Expiration date.

15



7. CONTROL OF PATIENT-SPECIFIC (AUTOLOGOUS
OR RELATED ALLOGENEIC) PRODUCTS

7.1 General
The HPC and cellular product setrvice shall establish and main-
tain policies, processes, and procedures to control 1) the quali-
fication of donor-patients and related allogeneic donors; 2)
testing of patient-specific products for infectious diseases, and
3) disposition of patient-specific products.

7.1.1 The HPC and cellular product service shall report to the re-
cipient’s physician any products that are lost, damaged, or
otherwise unsuitable for administration. Records shall be
maintained in conformance with Section 16, Control of
Records.

[Note 4: For the remainder of the process control require-
ments related to collection, processing, storage, distribu-
tion, and administration of patient-specific HPCs and
cellular products and services, see Section 9, Process Con-
trol. For allogeneic donor qualification, see Reference
Standard 9R-B.]

7.2 Control of Patient-Specific (Autologous or Related Allo-
geneic) Products

7.2.1 Qualification of Donor-Patients and Related Allo-
geneic Donors
The HPC and cellular product service shall qualify do-
nor-patients and related allogeneic donors in conformance
with Reference Standard 9R-A and OR-B.

7.2.2  Testing of Donors for Infectious Diseases
The HPC and cellular product service shall perform tests
on the donor intended to prevent disease transmission in
conformance with Reference Standard 10R-A. %3

16



7. Control of Patient-Specific Products

7.2.2.1 The acceptability of related allogeneic donors with
positive infectious disease test results shall be deter-
mined prior to initiation of myeloablative therapy of
the intended recipient. Standard 9.4.1 applies.

7.2.3  Disposition of Patient-Specific Products
The HPC and cellular product service shall define the
length of storage and terms of disposal of patient-specific
HPCs and cellular products. Standard 3.5.2 applies.

17




8.1

8.2

8. PRODUCT AND SAMPLE IDENTIFICATION

AND TRACEABILITY

General

The HPC and cellular product service shall establish and main-
tain policies, processes, and procedures that ensure the identi-
fication and traceability of each cellular product and associated
samples from donor source, through all processing steps, to fi-
nal disposition.

Product and Sample Identification

A numeric or alphanumeric system shall be used that will
make it possible to trace any product or sample from source to
final disposition, and to recheck records applying to the spe-

cific product, including investigation of reported adverse reac-

tions. This unique identification shall not be obscured, altered,
or removed.

8.2.1 Unique identifiers shall not be obscured, altered, or removed

except to replace them with other unique identifiers.

8.2.2  Unique Product and Sample Identification

The HPC and cellular product service shall affix a unique
numeric or alphanumeric identifier to each product.

8.2.2.1 Unique Identification of HPC and Cellular Prod-
uct Service
A unique local identifier assigned by the HPC and cel-
lular product service shall be included in the unique
identifier for the product or be affixed to the con-
tainer.

8.2.2.2 If an intermediary facility assigns or affixes a local,
unique numeric or alphanumeric identification to the
product, the label shall be affixed to the product, and

shall identify the facility assigning the identification. ==

18
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8. Product and Sample Identification and Traceability

8.2.2.3 If replaced with another unique identifier, the HPC
and cellular product service shall make it possible to
link the current unique identifier to the previous
unique identifier.

8.2.3  Limit of Two Unique Identifications

No more than two sets of unique numeric or alphanumeric
identifications from separate facilities shall be affixed to a
product container. No mote than two sets of unique nu-
meric or alphanumeric identifications from separate facili-
ties shall be visible on a finished product, ideally that of the
originating facility and that of the final facility. It may be
necessary to remove or obliterate identifications assigned
by intermediate facilities.

8.3 Traceability
Each HPC and cellular product shall be labeled in confor-
mance with the Reference Standard 8R-A. At a minimurm, the
label shall contain the elements required on the original collec-
tion container label. Traceability of products shall be ensured
through conformance with all Jabeling requirements.

8.3.1 Labeling for Storage, Issue, or Transport

When HPCs and cellular products are stored, issued, or
transported to another department within the HPC and
cellular product service or another HPC and cellular prod-
uct service, containers shall include the complete set of la-
beling elements included in the Reference Standard 3R-A
or shall have an attached tag that contains the complete set
of labeling elements. If shipped or issued, the labeling in-
formation required by Reference Standard 8R-B shall ac-
company the unit. Records shall be maintained in
conformance with Section 16, Control of Records.

8.3.1.1 The outer shipping container shall be labeled “Medi-
cal specimen” and “Do not X-ray.”

¥
i
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8. Product and Sample Identification and Traceability

8.3.2  Circular of Information
A Circular of Information for HPCs and cellular products
shall be made available to all appropriate individuals.

8.4 Process or Procedure Steps
There shall be a means to identify individuals performing each
critical step from donor selection to final disposition of HPCs
and cellular products. Records shall be maintained in confor-
mance with Section 16, Control of Records.
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Eeference Standard 8R-A. Requirements for HPC and Cellular Product Labels and Labeling

Original
Collection Collection Processing Final Label on
Container Labeling Labeling Product
Element Label' Information’  Information’ Container’
Name of product X X X X
Date of collection X X X
Time of collection X, if applicable
Unique alpha and/or numeric identifier X X X X
Name of collection service/donor registry X X
Approximate product volume X X
Names/volumes of anticoagulants and other additives X X
For patient-specific product, name or
identifier of intended recipient X, if applicable X, if applicable X, if applicable

Phrase: "Do Not Irradiate" X, if applicable X, if applicable
Expiration date/time* X, if applicable” X, if applicable” X, if applicable

Biohazard label (see 10R-B)
Phrase: "Donor Untested" (see 10R-B)
Do Not Use Leukoreduction Filters

X, if applicable
X, if applicable
X, if applicable

*Ifa product is needed after the stated explrauon date, documentamon of viability and physician approval must be included in the patient record.
"Labels on products that will not be cryopreserved shall include expiration date and time.

'The original Collection Container Label shall be on the container before the HPCs and cellular products are collected.
*Collection labeling information shall be included on/with the HPCs and cellular products before they are removed from the donor’s immediate

presence If these elements will not fit on container label, they may be included in the container package.
*Processing labeling information shall be included on the label during processing steps.

“The final label on product container shall be on the container before the HPCs and cellular products are stored, issued, or transported. If elements

cannot fit on the attached label, they shall be attached to the container.
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8. Product and Sample Identification and Traceability

Reference Standard 8R-B. Labeling Requirements Upon
Shipping or Issuing HPC and Cellular Products

1.

b

N

8.
9.
10.
11.
12.

Summary of processing records, infectious disease testing results,
and testing records, including name, address, and emergency con-
tact information for releasing facility.

Warning label(s) for potentially toxic or volatile packing materials,
including dry ice or liquid nitrogen.

Expiration time of systems or materials used for temperature con-
trol.

Instructions for receiving and opening container.

Name, address, and phone number of contact person at receiving
facility.

Circular of Information and product information*.

Notification of biohazardous materials (see Reference Standard
1OR-B).

Phrase: “Donor Untested,” if applicable.
Methods of manipulation.

Expiration date/time, if applicable.

Phrase: “For autologous use only,” if applicable.
Phrase: “Rx only”.

*Includes but is not limited to: Investigator’s brochure, or written description of product

22
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The HPC and cellular product service shall identify, plan, and
validate the policies, processes, and procedures that affect the
quality of products and services. These processes and proce-
dures include the collection, processing, storage, distribution,
and administration of HPCs and cellular products and the pro-
vision of related services. The HPC and cellular product ser-
vice shall ensure that these policies, processes, and procedures
are carried out under controlled conditions. Controlled condi-
tions shall include:

1) Use of policies, processes, and procedures for the collec-
tion, processing, storage, distribution, and administration
of HPCs and cellular products and services.

2)  Use of suitable equipment and a suitable working envi-
ronment.

3) Compliance with policies, processes, and procedures,
and external standards.

4)  Monitoring and control of suitable process parameters
and product characteristics.

5)  Approval of processes and equipment.

6) Criteria for acceptable results.

7)  Control of equipment.

9.1.1 Use of Materials and Supplies
All materials, solutions, and reagents that come into con-
tact with HPCs and cellular products during collection,
processing, storage, distribution, or administration shall be
sterile and of appropriate grade for intended use and shal,
whenever possible, be approved for human use by the
Food and Drug Administration (FDA).

9.1.1.1 Materials, solutions, and reagents that are not FDA-
approved for human use may be used 1) if approved
by the HPC and cellular product service’s IRB, or

23



9. Process Control

with IND or IDE acceptance; or 2) if established in

the scientific literature through IRB-approved trials to
be acceptable for the specified purpose.

9.1.1.2 Materials, solutions, and reagents that can be ex-

pected to have an adverse effect on the HPC or cellu-
lar product shall be removed or limited to an amount
that does not affect the product viability or function.

9.1.1.3 If the HPC container is not FDA-cleared, it shall have

9.1.2

9.13

9.14

a port that can be entered aseptically.

Proficiency Testing Program

The HPC and cellular product service shall participate in a
Center for Medicare and Medicaid Services (CMS, for-
merly HCFA)-approved proficiency testing program, if
available, for each analyte tested by the laboratory. (Sec-
tion 19.2, Application of Statistical Techniques, applies.) If
there is no external CMS-approved proficiency testing pro-
gram, there shall be a process for determining accuracy
and reliability of test results. Section 10, Inspection and
Testing, applies. Records shall be maintained in confor-
mance with Section 16, Control of Records.

Quality Control

The HPC and cellular product service shall establish and
maintain a process for quality control that is sufficiently
comprehensive to ensure that reagents and equipment
function as required.

Use of Aseptic Methods

The HPC and cellular product service shall use aseptic
methods that provide maximum assurance of a sterile
product.
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9. Process Control

9.1.5 Blood Component Support
The HPC and cellular product service shall have access to
adequate blood component support.

9.1.6  Validation of Policies, Processes, and Procedures
The HPC and cellular product service shall validate all poli-
cies, processes, and procedures prior to use. Records shail
be maintained in conformance with Section 16, Control of
Records.

H
+
g

9.1.7  Facility

9.1.7.1 Security

The HPC and cellular product service shall ensure

that access to the facility is limited to authorized per-
sonnel.

9.1.7.2 Environmental Conditions
The HPC and cellular product service shall ensure
that the cleanliness and adequacy of facilities and en-
vironmental conditions is maintained, monitored,
and controlled.

9.2 Equipment
The HPC and cellular product service shall have a process to
define the selection criteria for collection, processing, and stor-
age equipment.

9.2.1 All equipment shall be qualified for its intended use. Only
FDA-cleared devices, if available, or devices and equip-
ment validated by the HPC and cellular product service
shall be used.

9.2.2  The HPC and cellular product service shall ensure that the
handling, cleanliness, and storage of equipment is such that
it remains fit for use; preventive maintenance and cleaning
shall be done in accordance with a defined schedule.

g
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0. Process Control

9.3

9.2.3

9.3.1

9.3.2

The record system shall allow tracking and tracing of HPCs
and cellular products to the equipment used in their collec-
tion, processing, and storage.

Computer Systems

The HPC and cellular product service shall have a process to
support the introduction of new software, hardware, or data-
bases, or modifications of existing software, hardware, or data-

bases relating to the requirements of these HPC and Cellular

Product Standards. This process shall include the following;

1)

2)
3

Risk analysis, training, validation, implementation, and
evaluation of postimplementation performance.
Description of system maintenance and operation.
Documentation that is written in language that is under-
standable to the user.

A system for display and verification of data before final
acceptance when data are added or altered.

Description of how modifications to the system are au-
thorized and documented.

Provisions to maintain appropriate levels of confidential-
ity and privacy.

Records of the following shall be maintained:

1) Validation of system software, hardware, databases,
and user-defined tables.

2)  Fulfillment of life-cycle requirements for internally
developed software.

3} Numerical designation of system versions, if applica-
ble, with inclusive dates of use.

4)  Monitoring of data integrity for critical data elements.

Alternative Computer Systems

An alternative system that ensures continuous operation
shall be available in the event that computerized data and
computer-assisted functions are unavailable. The alterna-
tive system shall be tested periodically.

26
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9. Process Control

9.4

9.4.1

Donor Qualification Process

Qualification of Donors

The collecting HPC and cellular product service shall qual-
ify all donors in conformance with Reference Standards
OR-A and 9R-B. Records of donor physician’s approval of
donor suitability prior to collection shall be maintained.
Exceptions to the donor qualification process shall require
written approval by the medical director and the recipi-
ent’s physician. Records of HPC collection from donors
who do not meet all criteria shall be maintained in the do-
nor and recipient files. These HPCs and cellular products
shall only be used with the informed consent of the recipi-
ent.

9.4.1.1 The HPC and cellular product service shall qualify

autologous donors in conformance with Reference
Standard 9R-A.

9.4.1.2 The HPC and cellular product service shall qualify

allogeneic donors in conformance with Reference
Standard 9R-B.

9.4.1.3 HLA

9.4.2

The HPC and cellular product service shall ensure
that major histocompatibility antigens have been de-
termined by a laboratory that is accredited by the
American Society of Histocompatibility and Immuno-
genetics (ASHI) or by an equivalent organization.

Allogeneic Donor Testing

The HPC and cellular product service shall ensure that
prior to myeloablative therapy, if intended, or otherwise
prior to donation, the determinations listed in Standard
9.6.3 have been performed on the intended recipient and
the prospective allogeneic donor. This information shall be
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9. Process Control

9.5

Collection of HPCs

available to the intended recipient’s physician and the cell

frarilitir chall tha +
yFOCQSSIHg labor atur'yr Each LClL..luL)” Sfnail Nave a process t

address the management of HLA type compatibility. The

- : .
transplant facility shall be alerted to ABO/Rh typing of do-

nor and intended recipient so that appropriate HPCs and
cellular products can be provided to the intended recipi-

ent, if applicable. (See Section 10, Inspection and Testing.)

@)

nd Cellular Products

lﬂ
PJ

Preparation for the Collection Procedure

9.5.1.1 Collection Request

The HPC and cellular product service shall have a
written request for collection of HPCs and cellular
products from the recipient’s physician before prod-
ucts are collected. Records shall be maintained in
conformance with Section 16, Control of Records.

9.5.1.2 Medical Provisions

The HPC and cellular product service shall have pro-
visions for medical care of donors in the case of ad-
verse events.

9.5.1.3 Administration of Drugs or Growth Factors to

the Donor

The HPC and cellular product service shall ensure
that administration of drugs, growth factors, or other
pharmacologic or biologic agents to the donor is un-
der the supervision of a licensed physician experi-
enced in the administration of these agents.

9.5.1.4 Placement of Central Venous Catheter for Cell

Collection
The HPC and cellular product service shall ensure ad-
equate line placement of the central venous catheter,

if required for collection. Records of line placement
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9. Process Control
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9.5.1.6

shall be maintained in conformance with Section 16,
Control of Records.

Collection Endpoints

The HPC and cellular product service shall determine
expected endpoints and objectives for the collection
of HPCs and cellular products. Records shall be main-
tained in conformance with Section 16, Control of
Records.

Collection Screening and Tests

The HPC and cellular product service shall perform

pre-collection screening and tests to qualify the donor

in conformance with Reference Standard 9R-A or

OR-B.

9.5.2 Collection Procedure

9.5.2.1

9.5.2.2

9.5.2.3

Lot Numbers and Expiration Dates

The HPC and cellular product service shall identify
lot numbers and expiration dates of all disposables
and solutions used in collection. Records shall be
maintained in conformance with Section 16, Control
of Records.

Collection Record

The HPC and cellular product service shall maintain
a record of each procedure, including the details of
the collection, the person responsible for each step,
and all materials used during collection. Records shall
be maintained in conformance with Section 16, Con-
trol of Records.

Unrealized Endpoints

The intended patient’s physician shall be notified if
expected collection endpoints are not met. Standard
13.2.3 applies.
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9. Process Control

9.6

9.5.24

Review of Collection Records
After completion of collection, the collection record
of each HPC or cellular product shall be reviewed.

Cell Processing

9.6.1 General

9.6.1.1

9.6.1.2

9.6.1.3

9.6.1.4

Test Suppliers

Tests required by these HPC and Cellular Product
Standards shall be performed in a laboratory accred-
ited by the American Association of Blood Banks or
other equivalent accrediting body, certified by the
CMS, or licensed or registered by the FDA. When an
approved testing program is not available, there shall
be a system for determining the accuracy and reliabil-
ity of test results. There shall be a process for qualify-
ing a test methodology for implementation.

Methods

The HPC and cellular product service shall use meth-
ods designed to result in acceptable HPC and cell
product viability, recovery, function, and sterility,
and designed to prevent cross contamination.

Processing Request

Before processing is initiated, the HPC and cellular
product service shall obtain a written order (elec-
tronic signatures are acceptable) from the physician
responsible for the recipient. Records of orders shall
be maintained in conformance with Section 16, Con-
trol of Records.

Defined Processing Endpoints

The HPC and cellular product service shall define ex-
pected endpoints and objectives for processing HPCs
and cellular products.
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9. Process Control

Irradiation or Damaging Conditions

The HPC and cellular product service shall ensure
that products are not exposed to irradiation, inappro-
priate temperatures, or other damaging conditions

that could harm viability, recovery, function, or steril-

ity.

9.6.2  Processing

9.6.2.1

9.6.2.2

9.6.2.3

9.6.2.4

Lot Numbers and Expiration Dates

The HPC and cellular product service shall identify
lot numbers and expiration dates of all materials used
in processing. Records shall be maintained in confor-
mance with Section 16, Control of Records.

Processing Record

The HPC and cellular product service shall maintain
a record of each procedure, including each step, and
of the person responsible for each step, and all materi-
als used during processing. Records shall be main-
tained in conformance with Section 16, Control of
Records.

Processing Tests

The HPC and cellular product service shall adminis-
ter processing tests on each product in conformance
with Reference Standard 9R-C. Additional tests will
be performed when the procedure in use requires
them.

Review of Processing Record

After completion of processing, the HPC and cellular
product service laboratory director shall review the
processing record.
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9. Process Control

9.6.2.5

Unrealized Endpoints

The HPC and cellular product service medical direc-
tor shall notify the intended patient’s physician if ex-
pected endpoints are not met. See Section 13,
Deviations and Nonconforming Products and Ser-
vices.

9.6.3  Testing of Allogeneic Donors

9.6.3.1

9.6.3.2

9.6.3.3

9.6.3.4

ABO Group and Rh Type
The HPC and cellular product service shall determine
ABO group and Rh type.

Previous Records

If there are any previous records, the HPC and cellu-
lar product service shall compare HLA type, ABO
group, and Rh type with the last available record. Any
discrepancy shall be resolved prior to collection of the
HPCs and cellular products.

Compatibility Determination

The HPC and cellular product service shall verify the
degree of HLA match in allogeneic transplants be-
tween donor and intended recipient. The ABO group
and Rh type of donor and intended recipient shall be
compared and differences documented, including ap-
propriate processing interventions, if any, needed to
manage the difference.

Unexpected Antibodies for Allogeneic Donors
Serum or plasma from donors and intended recipi-
ents shall be tested for unexpected antibodies to red
cell antigens using methods that demonstrate clini-
cally significant antibodies.
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Q. Process Control

9.7

9.6.4 Cryopreservation

The HPC and cellular product service shall use cryopreser-
vation methods designed to preserve cellular product via-
bility, recovery, and function.

9.6.4.1

9.6.4.2

9.6.4.3

9.6.4.4

Rate-Controlling Device
If a rate-controlling device is used for cryopreserva-

tion, the HPC and cellular product service shall moni-
tor the cooling rate.

Alternative Cryopreservation

If alternative cryopreservation is used, records of the
method and outcome of validation shall be main-
tained in conformance with Section 16, Control of
Records.

Sample Aliquots

Sample aliquots from HPCs and cellular products
shall be retained under the same storage conditions
as the cellular product for possible future testing,

Records

The HPC and cellular product service shall maintain
cryopreservation records in conformance with Refer-
ence Standard 9R-D and Section 16, Control of Re-
cords.

Product Release

The HPC and cellular product service shall inspect the condi-
tions of HPCs and cellular products prior to release. Records
shall be maintained in conformance with Reference Standard
OR-E and Section 16, Control of Records.

Thawing

The HPC and cellular product service shall either establish or
approve thawing processes and procedures used by the trans-
plant facility.
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9. Process Control

B.

C.

6.

The prospective donor shall acknowledge in writing that
he/she has read and understood the educational material,
has been given ample opportunity to ask questions, and has
had those questions answered satisfactorily.

Donor health history screening

1.

Review of donor health to determine suitability shall be per-
formed before the recipient receives marrow ablative ther-
apy. The prospective donor’s history shall be evaluated and
the donor examined by a suitably qualified person. The donor
qualification process shall include at a minimum:
a.  The donor’s general health and health history.
b.  History of or risk factors for:
e HIV
* HBV
e HCV
e TSE
C.  Assessment of risk behaviors for and exposure to infec-
tious diseases transmissible by blood, body fluids,
and/or tissue.
d.  Evaluation of anesthesia risk for the prospective marrow
donor.
e. Evaluation of peripheral venous access for potential
apheresis donor.
f. A history of receipt of blood, blood components, blood
derivatives, or tissue.
g. An 1mmunlzat10n/vacc1nat10n history.
Final approval of donor health for collection shall be given by
the donor’s physician prior to initiation of myeloablative ther-
apy of the recipient. Interim health assessments shall be per-
formed by a qualified person or persons through all phases of
mobilization (if applicable) and collection.

Testing

1.

2.

A determination of the donor’s ABO group, Rh type, and
HLA type shall be performed.

A complete blood count, including platelet count, shall be
performed within 24 hours preceding each collection.
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9. Process Control

The HPC and cellular product service shall have documented
confirmation of a pregnancy assessment on all female donors.
This documentation shall be obtained prior to mobilization,
collection, or recipient myeloablation.
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9. Process Control

Reference Standard 9R-C. Processing Tests

The following processing tests shall be performed on each cellular
product:

1. Relevant cell count.

2. Antigen expression analysis appropriate for the cellular product.
3. Test(s) for cell viability. ‘

4. Test(s) for product sterility.

Reference Standard 9R-D. Cryopreservation Records

The following information regarding cryopreservation shall be recorded
for each HPC or cellular product:

Starting cell product and volume.

Relevant cell count.

Cell viability.

Cryoprotectant solution.

Cooling record from controlled-rate freezing, if applicable.
Endpoint temperature of cooling of the cellular product.
Storage temperature and conditions.

NoUuhkwb -
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9. Process Control

H

o Reference Standard 9R-E. Verification of Products Upon Release

The following information shall be recorded at the time of product
release:

1

2.
3.
4

5.

No

Name of product.

Unique alpha and/or numeric identifier.

Date and time of release from storage, if applicable.

If patient-specific product, name and/or identifier of intended re-
cipient.

Name of person and/or HPC and cellular product therapy service
to whom the HPCs and cellular products were released and/or
name of person delivering product to administration site.
Condition of container and label.

Name or identifier of person(s) releasing product from storage.

‘Reference Standard 9R-F. Verification of Product and Recipient
Match

A.

The following information shall be recorded before administration
of HPCs and cellular products:

1. Recipient’s name and identification number.

2. Unique alpha and/or numeric identifier of a product.

3. Date and time of administration.

4. Identifier of person(s) administering the product.

Adverse reactions suspected to be linked to the product shall be re-
corded during or after administration of HPCs and cellular prod-
ucts.

If theie are any erythrocytes or erythrocyte antibodies in the prod-
uct, the following information shall be recorded:

1. ABO group and Rh type of recipient.

2. ABO group and Rh type of donor.
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10. INSPECTION AND TESTING

10.1 General

The HPC and cellular product service shall establish and main-
tain policies, processes, and procedures for inspection and test-
ing activities to verify that the specified requirements for
products and services are met. Records of inspection and test-
ing activities shall be maintained in conformance with Section
16, Control of Records.

10.2 Inspection and Testing on Receipt of Incoming

Materials

10.2.1 Inspection of Incoming Materials Prior to Use
The HPC and cellular product service shall ensure that in-
coming materials that are incorporated into the final prod-
uct or that directly affect the quality of the product are not
used until they have been inspected or otherwise verified
as conforming to requirements. Verification shall be in ac-
cordance with policies, processes, and procedures.
[Note 5: It is permissible to begin processing HPCs and cel-
lular products before receipt of infectious disease testing
results.|

10.2.2 Determination of Extent of Inspection
In determining the amount and nature of inspection re-
quired upon receipt of any material, consideration shall be
given to the amount of control exercised at the supplier’s
premises and the recorded evidence of conformance pro-
vided.

10.2.3 Incoming Materials Released for Emergency Use
Where a material is used on an emergency basis, prior to
verification, the material shall be positively identified and
recorded in conformance with Section 16, Control of Re-

cords, to permit immediate recall and replacement in the .=
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10. Inspection and Testing

10.3

USRI %
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§

X

event that it is later determined not to conform to estab-
lished requirements.

In-Process and Final Inspection and Testing of Products
[Note 6: For inspection of in-storage products, Standard 15.2
applies.]

10.3.1 In-Process Inspection and Testing of Products

The HPC and cellular product service shall:

1) Inspect and test the product during processing as re-
quired by policies, processes, and procedures.

2)  Quarantine the product until any required inspection
and tests have been completed or necessary reports
received and verified, except when the product is re-
leased pursuant to Section 10.2.3.

10.3.2 Final Inspection and Testing of Products

10.4

GM
&

The HPC and cellular product service shall carry out all fi-
nal inspection and testing for products in accordance with
policies, processes, and procedures. These policies, pro-
cesses, and procedures shall require that all specified in-
spection and tests, including those required for materials
and in-process products, have been carried out and that
the results meet specified requirements.

10.3.2.1 No product shall be released until the activities speci-
fied in processes or procedures, and the associated re-
cords have been completed.

Inspection and Testing of Services

The HPC and cellular product service shall carry out all inspec-
tion and testing for services, including laboratory testing ser-
vices, in accordance with policies, processes, and procedures.
These policies, processes, and procedures shall require that all
specified inspection and tests, including any that might be re-
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10. Inspection and Testing

10.5

10.6

quired during the provision of the service, have been carried

out and that the service meets specified requirements.

Inspection and Test Records

The HPC and cellular product service shall maintain records in
conformance with Section 16, Control of Records, that pro-
vide evidence that the product or service has been inspected
or tested and the service has been provided in accordance with
specified requirements. These records shall show clearly
whether the product or service has passed or failed any inspec-
tion or tests or whether a service has been provided in accor-
dance with specified requirements.

Where a product fails to pass any inspection or test, the poli-
cies, processes, and procedures for control of nonconforming
product, Standards 13.1.2 and 13.2.

Where a service fails to pass any inspection or test, the policies,
processes, and procedures for a nonconforming service, Stan-
dard 13.3, Review and Disposition of Nonconforming Ser-
vices, shall apply.

Records shall identify the individual(s) responsible for the re-
lease of the product or provision of the service, as appropriate.

Testing

10.6.1 Accreditation of Testing Facilities

Tests required by these HPC and Cellular Product Stan-
dards shall be performed in a laboratory accredited by the
AABB or other equivalent accrediting body, certified by
the CMS, or licensed or registered by the FDA.

10.6.2 Tests Intended to Prevent Disease Transmission

10.6.2.1 Testing of Cellular Products
The HPC and cellular product service shall perform

tests intended to prevent disease transmission within ..
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10. Inspection and Testing

10.7

30 days prior to or concurrently with the collection
for each donor as specified in Reference Standard
10R-A. Records of test results shall be maintained in
conformance with Section 16, Control of Records.

10.6.2.1.1 Infectious disease testing of allogeneic do-
nors shall be completed prior to myeloabla-
tive therapy of the recipient, if applicable.

10.6.2.2 Positive or Reactive Infectious Disease Tests
Results
Allogeneic cellular products with a confirmed posi-
tive test for HIV-1/2, HBV, HCV, shall be released
only for emergency administration. Standards 13.2.1
and 13.2.2 apply.

10.6.2.2.1 Products that have positive or reactive viral
markers shall be labeled with biohazard la-
bels in conformance with Reference Stan-
dard 10R-B. Records of the disposition of
these products shall be maintained in confor-
mance with Section 16, Control of Records.

10.6.2.2.2 The HPC and cellular product service shall
ensure communication of abnormal or re-
peat reactive test results in conformance
with Reference Standard 10R-C.

10.6.2.3 Untested products shall be labeled, “Donor Un-
tested.”

Inspection for Microbial Contamination

The HPC and cellular product service shall test each processed
cellular component for microbial contamination. Records shall
be maintained in conformance with Section 16, Control of Re-
cords.
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10. Inspection and Testing

10.8

Inspection Before Administration

Prior to release of HPCs and cellular products for administra-
tion, the HPC and cellular product service shall review qualifi-
cation, collection, and processing records to ensure that the
HPCs and cellular products are issued for administration with
sufficient information to permit positive identification of the
intended recipient and HPCs and cellular products. The HPC
and cellular product service shall compare the labeling infor-
mation with the recorded test results for infectious diseases

and sterility (when available.)
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10. Inspection and Testing

- Reference Standard 10R-A. Tests Intended to Prevent Disease

Transmission
Allogeneic Autologous
Test for Donor Donor

HBV X X
HTLV-1/11 X X
HIV-1/2 X X
HCV X X
CMV X Not required
Syphilis X Not required

Reference Standard 10R-B. Biohazard Labels

The HPC and cellular product service shall affix biohazard labels to HPCs

‘and cellular products when any of the following screening tests is

repeatedly reactive and the confirmatory test is either positive or has not
been performed.

A.  Test for:
e HBsAg
e Anti-HBc
HIV-1/2
HCV
HTLV-1/11
Serologic test for syphilis*

® 6 o

B.  Health history of risk factors for:
e HIV
e HBV
e HCV
e TSE

» *1f positive
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10. Inspection and Testing

Reference Standard 10R-C. Notification of Test Results

Donation Test Result To Be Notified
Allogeneic Positive Donor and recipient
infectious disease physician
test results
Autologous Abnormal results Transplantation
physician
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11.1

11.2

11. CONTROL OF EQUIPMENT

Control of Equipment

The HPC and cellular product service shall establish and main-
tain policies, processes, and procedures to control, calibrate
clean, and maintain critical equipment. Equipment that is used
to inspect, measure, or test whether materials or products (in-
coming, in-process, or final) conform to the requirements es-
tablished by the HPC and cellular product service shall be used
in a manner that ensures that the measurement limitation is
known and is consistent with the measurement capability that
is required.

[Note 7: “Equipment that measures” includes measuring de-
vices, such as thermometers, pipettes, cell cytometers, and
balances.]

Calibration of Equipment

The HPC and cellular product service shall identify all equip-

ment that requires calibration. For critical equipment, the

HPC and cellular product service shall:

1) Prior to use and at prescribed intervals, calibrate and ad-
just equipment.

2)  Define the process used for the calibration of equipment,
including details of equipment type, unique identifica-
tion, location, frequency of checks, check method, accep-
tance criteria, and the action to be taken when results are
unsatisfactory.

3) Identify equipment so that the calibration status can be
determined.

4)  Maintain calibration records for equipment in confor-
mance with Section 16, Control of Records.

5)  Safeguard equipment from adjustments that would inval-
idate the calibration setting. :

6) Assess the conformance of products and services pro-
vided when equipment is found to be out of calibration.
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11. Control of Equipment

11.2.1

11.3

Records shall be maintained in conformance with Section
16, Control of Records.

Equipment Malfunction

Records of equipment malfunctions and any associated
corrective actions shall be maintained in conformance
with Section 16, Control of Records.

Control Processes and Procedures for Inspection, Mea-
suring, and Test Equipment

For equipment used to inspect, measure, or test, the HPC and
cellular product service shall also:

1)

2)

Determine the measurements to be made and the accu-
racy and precision required and then select appropriate
equipment that is capable of meeting those requirements.
Assess the validity of previous inspection and test results
when equipment is found to be out of calibration. Re-
cords shall be maintained in conformance with Section
16, Control of Records.

Calibrate the equipment using certified equipment that
has a known valid relationship to nationally recognized
standards. Where no such standards exist, the basis for
calibration shall be recorded.

Ensure that environmental conditions are suitable for the
calibrations, inspections, measurements, and tests car-
ried out.
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12. INSPECTION AND TEST STATUS

The inspection and test status of all materials and HPCs and cellular prod-
ucts shall be identifiable throughout collection, processing, storage, dis-
tribution, and administration to ensure that only materials and products
that have passed the required inspections and tests are released and ad-
ministered.

The inspection or test status of all HPCs and cellular products shall be
identified by suitable means to indicate the conformance or nonconform-
ance. In the case of a nonconformance, the reason for the nonconform-
ance shall be identified and documented.
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PRODUCTS AND SERVICES
13.1 Deviations
The HPC and cellular product service shall have a process to
capture, assess, investigate, and monitor events that deviate
from accepted policies, processes, or procedures, or that fail to
meet the requirements of the HPC and cellular product ser-
vice, these HPC and Cellular Product Standards, or applicable
laws and regulations. Deviations shall be reported in accor-
dance with specified requirements.
13.1.1  Control of Nonconforming Products or Services
The HPC and cellular product service shall establish and
maintain policies, processes, and procedures to ensure that
materials and products or services that do not conform to
specified requirements are prevented from unintended use
or unintended product administration. This control shall
provide for identification, documentation, evaluation, seg-
regation (when practical), and disposition of nonconform-
ing material and products. The HPC and cellular product
service shall establish and maintain policies, processes,
and procedures to address nonconforming services.
13.1.2 Review and Disposition of Nonconforming Materials

13. DEVIATIONS AND NONCONFORMING

and Products

The responsibility for review of and authority for the dispo-
sition of nonconforming materials or products shall be de-
fined. A nonconforming material or product shall be
evaluated for appropriate disposition in accordance with
policies, processes, and procedures. A nonconforming ma-

terial or product may be:

1) Reprocessed, retested, or reworked to meet the speci-

fied requirements.

2)  Accepted by the customer, after disclosure of the

nonconformance.
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13. Deviations and Nonconforming Products and Services

3) Relabeled, in conformance with applicable require-
ments.

4)  Destroyed.

Products that are determined after release not to conform
to specified requirements shall be evaluated to determine
the effect of the nonconformance on the quality of the
product. In cases where quality may have been affected,
the nonconformance shall be reported to the customer.
Records of the nature of nonconformances and subsequent
actions taken, including acceptance for use shall be main-
tained in conformance with Section 16, Control of Re-
cords. The HPC and cellular product service shall notify all
facilities to whom the product was distributed.

Reprocessed, retested, or reworked products shall be rein-
spected in accordance with policies, processes, and proce-
dures.

13.2 Nonconforming HPC Products

The HPC and cellular product service shall ensure that the
medical director discusses deviations from established pro-
cesses and procedures that may affect the safety and efficacy of
HPCs and cellular products when identified with the recipi-
ent’s physician and prior to initiation of myeloablative therapy,
if intended. Records shall be maintained in conformance with
Section 16, Control of Records.

13.2.1

Nonconforming Infectious Products

The HPC and cellular product service shall ensure that
HPCs and cellular products that are nonconforming due to
positive cultures and/or positive or repeatedly reactive
markers for tests required under Section 10, Inspection
and Testing, are administered only with the informed con-
sent of the recipient and the approval of the recipient’s
physician. Records shall be maintained in conformance
with Section 16, Control of Records.
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13. Deviations and Nonconforming Products and Services

13.4 Adverse Events

The HPC and cellular product service shall establish a process
for the detection, reporting, and evaluation of adverse reac-
tions suspected to be linked to donations, and administra-
tions/transplantations. Records of such events, and the related
investigations, evaluations, and notifications, shall be main-
tained in conformance with Section 16, Control of Records.
Deviations shall be reported as required in accordance with
specified requirements.

13.4.1 Recipient adverse reactions associated with the progenitor
cell products shall be reported to the HPC service for eval-
uation. These events shall be tracked and analyzed for
trends and repeated frequent deviations.

13.4.2 The administering medical facility shall have a process to
notify the collecting and processing HPC and cellular prod-
uct service of all significant adverse events, including, but
not limited to, infusion reactions, confirmed cases of infec-
tious disease, failure to engraft, or other product failure.
Standard 3.5.1 applies.
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14. CORRECTIVE AND PREVENTIVE ACTION

DT ANIC
I L.AIND

The HPC and cellular product service shall establish and main-
tain policies, processes, and procedures for implementing cor-

lane Mannsgnamon rennnol
rective and preventive action pians. Vianagement personnel

shall review relevant information on corrective or preventive

ctions taken.

o

Any corrective or preventive actions taken to eliminate the
causes of actual or potential nonconformances shall be propor-
tional to the magnitude of problems and the risks encoun-
tered.

The HPC and cellular product service shall implement any
changes to the policies, processes, and procedures resulting
from corrective and preventive action. Records shall be main-
tained in conformance with Section 16, Control of Records.

Corrective Action

The process for corrective action shall include:

1) The effective handling of deviation reports and product
nonconformances.

2) Investigation of the cause of nonconformances relating to

product, process, and the quality system. Records shall be

maintained in conformance with Section 16, Control of

Records.

[nvestigation of customer complaints.

Determination of the corrective action needed to elimi-

nate the cause of nonconformances.

5) Ensuring that corrective action is taken and that it is ef-
fective.

2L
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14. Corrective and Preventive Action Plans

14.3

Preventive Action
The process for preventive action shall include:

1)

The use of appropriate sources of information (such as
policies, processes, and procedures that affect product or
service quality, assessment results, proficiency testing re-
sults, quality control records, and customer complaints)
to detect, analyze, and eliminate potential causes of
nonconformances.

Determination of steps needed to deal with any problems
requiring preventive action.

Initiation of preventive action and application of controls
to ensure that it is effective.
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16. Control of Records

16.4 Record Retention
Records as defined in Reference Standard 16R-A and 16R-B
shall be retained for appropriate periods of time in confor-
mance with these reference standards.

16.4.1 Records not included in the Reference Standards 16R-A
and 16R-B shall be retained by the HPC and cellular prod-
uct service for a length of time determined by the facility’s
individual business needs.

16.4.2 Divided Responsibilities
If two or more facilities are involved in the collection and
processing of a product, records shall show the responsibil-
ities of each. Each facility shall provide a copy of any re-
quested records to the final receiving facility except for
those compromising donor confidentiality.
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16. Control of Records

- l’;
- Reference Standard 16R-A. Record Retention for Processing and

Collectmg HPC and Cellular Product Semces

A.

Records that shall be retained for at least 10 years after the trans-
plantation or final disposition of the HPC or cellular product in-

clude:

1. Donor Records
For autologous donors

a.

1)
2)

3)
4)

5)

6)
7)

Identifying information sufficient to attempt to
contact the donors.

Medical history, interview, physical examination,
physician approval.

Informed consent.

Adequate line placement of central venous cathe-
ter, if applicable

Interpretations of ABO group, Rh type, and HLA
type (including comparisons to previous records),
and tests for infectious disease markers, if applica-
ble.

Adverse reactions or donor complaints.
Notification to donor-patient’s physician of prod-
ucts that are lost, damaged, or otherwise unsuit-
able for administration.

Allogeneic donors

Identifying information sufficient to attempt to
identify and contact the donors.

Recipient information sufficient to permit tracing
of the product.

Medical history, interview, physical examination,
physician approval.

Informed consent.

Adverse reactions or donor complaints.
Interpretation of ABO group, Rh type, and HLA
type (including comparisons to previous records),
tests for infectious disease markers, detection and
identification of unexpected red cell antibodies
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16. Control of Records

and, if performed, red cell compatibility testing ™
with a sample from the intended recipient.

7)  Notification from administering medical facility of
confirmed cases of infectious disease in recipient.

c.  For allogeneic donor found unsuitable by the collec-
tion/processing service, records of:

1) Reason for deferral.

2)  Donor notification of deferral.

3) Products from unacceptable donors.

4) Notification to receiving facility when a previous
donor is subsequently found positive for HCV,
HIV-1/2, HTLV-I/1I, or HBV.

2. Supplier Records

a. Identifying information for all acceptable suppliers pro-
viding:

1) Donor selection information, product collection,
processing or testing.

2) ldentifying information for all facilities providing
recipient selection information, compatibility test-
ing, record-keeping, treatment for disease, or
transplantation of HPCs and cellular products.

3) Agreements, reviews of, and changes to agree-
ments.

3. Additional Collection and Processing Records

a.  Physician authorization/order(s) for collection and pro-
cessing.

b.  Product name, unique numeric or alphanumeric identi-
fication, preparation volume and additives, date of col-
lection, and date of processing.

c.  Procedure record, including the person responsible for
each step.

d. Details of product collection and processing, including
the following results:

1) Measurements of established collection and pro-
cessing parameters.

2) Manipulations other than minimal. %““%
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16. Control of Records

8

3} Name, lot number, and expiration date of all re-
agents, supplies, and materials used during collec-
tion and processing.

4) Identification of any materials used on an emer-
gency basis.

Labeling, including identity of individuals performing

any container transfer.

Verification of the accuracy of the final container label

prior to issue.

Name and address of collection and processing facility.

Quarantine Records

a.

v Q.

®po o

f.

Quality assurance and technical review of the donor
chart.

Medical director review and approval.

Authorization to release any product with a positive in-
fectious disease marker test.

Inspection of container at issue.

torage Distribution, or Disposal Records

Reissuance, including temperature records.

Final disposition of each product.

Storage history of each product.

Product verification information when released.
Method and date of disposal for discarded products or
disposition of products released for research.

Death or no need of HPCs or cellular product, and noti-
fication of appropriate parties.

General Records

a.

Names, signatures, and initials or identification codes,
qualifications, and inclusive dates of employment of
those authorized to perform or review critical process-
ing steps, including technical personnel, temporary per-
sonnel, and independent contractors.

Reports of unsatisfactory or mislabeled products or ad-
verse reactions, including reports of investigation.
Verification of purchased materials (Reference Standard
6R-A applies).
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16. Control of Records

B.

d.

€.

;
Notification to the collection facility by the administer- e

ing facility when a donor or patient seroconverts.
Obsolete policies, processes, and procedures.

Records that shall be retained for 10 years by the collecting service

include:
1.

2.

Storage temperature charts and records, including temporary
transport storage.
Quality control records

©cap o

f.
g.

Calibration of equipment.

Performance checks of equipment and reagents.
Periodic check of sterile technique.

Periodic tests of transport equipment.

Quality control testing results, interpretation, and cor-
rective action for out-of-range values.

Results of external proficiency testing, if performed.
Validation of equipment.

General Records

a.

@™ e e

S

Technical personnel

1) Training and continuing education.

2) Periodic competency testing.

Maintenance records for equipment, including preven-
tive maintenance.

Sterilization of supplies and reagents.

Disposition of rejected supplies and reagents.
Management review of quality system.

Annual review of policies, processes, and procedures.
Design output, review, verification, validation, changes
and approvals for new or changed HPCs and cellular
products.

Validation of new policies, processes, and procedures.
Monitoring of environmental conditions.

Corrective actions taken.

Results and executive management review of internal
assessments.
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16. Control of Records

~ Reference Standard 16R-B. Record Retention for the Cellular
Product Administration

Records that shall be retained indefinitely by the administering HPC and
cellular product service include:

A.  Autologous Recipient Records

1.
2.
3.
4
5.

6.

7.

Patient identification and diagnosis.

Medical history and physical examination.

Informed consent.

Interpretation of ABO group and Rh type, and tests for infec-
tious disease markers.

Any adverse reaction suspected to be linked to the cellular
product administration.

Outcomes of transplantation, including engraftment data on
the HPC transplant recipient.

Any data required to be maintained by IRB-, IND-,
IDE-approved or other protocol. '

B.  Allogeneic or Syngeneic Recipient Records

I.

2.
3.
4

5.

6.

Patient identification and diagnosis.

Medical history and physical examination.

Informed consent. v

Interpretation of ABO group and Rh type, and tests for infec-
tious disease markers; detection and identification of unex-
pected red cell antibodies; HLA determinations; and red cell
compatibility testing with the intended donor.

Any adverse reaction suspected to be linked to the adminis-
tration.

Outcomes of transplantation, including engraftment data on
the HPC transplant recipient.

C.  Administration Records

1.

2.
3.

Identification of all cellular products administered, traceable
to all donor information.

Visual inspection prior to administration.

All pertinent administration event information, including pa-
tient vital signs and time of all recorded events.
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17.1

17. QUALITY ASSESSMENTS

General

The HPC and cellular product service shall perform quality as-
sessments that verify whether the quality system and the col-
lection, processing, storage, distribution, and administration of
HPCs and cellular products and the provision of related ser-
vices comply with requirements, and that determine the effec-
tiveness of the quality system.

The HPC and cellular product service shall establish and main-
tain policies, processes, and procedures for scheduling and
conducting external and internal quality assessments. These
internal quality assessments shall verify whether the quality
system and the collection, processing, storage, distribution,
and administration of HPCs and cellular products and services
comply with requirements and shall determine the effective-
ness of the quality system.

Internal quality assessments shall be planned on the basis of
the importance of the activity to the quality of the product or
service. The results of the internal quality assessment shall be
reviewed by personnel independent of those having direct re-
sponsibility for the activity being assessed.

The results of internal quality assessments shall be reviewed
by executive management. The results of the assessments shall
be recorded in conformance with Section 16, Control of Re-
cords, and reviewed by the personnel having responsibility for
the area being assessed. The management personnel responsi-
ble for the area shall take timely corrective action on
nonconformances found during the assessment.

Follow-up action shall verify and record the implementation
and effectiveness of the corrective action and preventive ac-
tion taken.
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17. Quality Assessments

17.3

External Quality Assessments

The HPC and cellular product service shall successfully partici-
pate in an external quality assessment program. The results of
external quality assessments shall be reviewed by executive
management. Records shall be maintained in conformance
with Section 16, Control of Records.

Engraftment Data and Outcomes of Administration

A/ ™ 1 1
and/or Transplantation

The HPC and cellular product service shall review information
relating donor and collection outcomes to methods of HPC
mobilization and other manipulations and review information
relating recipient outcomes to the variables in collection, pro-

cessing, storage, distribution, and administration of HPCs and

cellular products.

17.3.1 The outcome parameters for HPCs and cellular products

shall be stated in agreements with the administering or
transplanting facility, in conformance with Standard 3.5.1.
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18.1

18.2

18. TRAINING

General

The HPC and cellular product service shall establish and main-
tain policies, processes, and procedures for identifying training
needs and provide for the training of all persons performing ac-
tivities affecting quality. Persons performing specific assigned
tasks shall be qualified on the basis of appropriate education,
training, or experience. Records shall be maintained in confor-
mance with Section 16, Control of Records.

Competence
Evaluation of continued competence shall be performed. Re-

cords shall be maintained in conformance with Section 16,
Control of Records.
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19.1

19.2

19. STATISTICAL TECHNIQUES

Identification of Need
The HPC and celiular product service shall identify the need
for statistical techniques required to establish, control, and

verify process performance and product characteristics.

Application of Statistical Techniques

ATk A ctntictinnl
When statistical techniques are used, the HPC and

product service shall establish and maintain policies, pro-
cesses, and procedures to implement and control the applica-
tion of the statistical techniques.
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20.1

20.2

20.3

20. SAFETY

General

The HPC and cellular product service shall establish and main-
tain policies, processes, and procedures designed to minimize
risks to the health and safety of employees, donors, volunteers,
and, where applicable, patients and other persons affected
within the work environment. Suitable quarters, environ-
ment, and equipment shall be available to maintain safe opera-
tions.

The policies, processes, and procedures shall address biologj-
cal, chemical and, where applicable, radiation safety and ap-
propriate intervention to mitigate exposure, and shall include
a system for monitoring training and compliance.

HPCs and cellular products and other biohazardous materials
shall be handled and discarded in a manner that minimizes the
potential for human exposure to infectious products.

Compliance with External Safety Requirements

The HPC and cellular product service shall comply with all ap-
plicable requirements relating to safety issued by the Centers
for Disease Control and Prevention (CDC), Food and Drug Ad-
ministration (FDA), and the Occupational Safety and Health
Administration (OSHA).

Handling Products

The HPC and cellular product service shall ensure proper han-
dling of cellular products in recognition of the potential for ex-
posure to infectious agents.
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20.3.1
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Discarding Infectious Products

The HPC and cellular product service shall obtain the ap-
proval of the medical director and/or recipient’s physician
for the discard or release of HPCs and cellular products to
be used for research purposes. Records shall be maintained
in conformance with Section 16, Control of Records.
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GLOSSARY

Activity: A defined and organized process with intended results or out-
comes.

Adverse Reactions: A noxious or unintended response to any HPC and
cell product for which there is a reasonable possibility that the response
may have been caused by the product.

Agreement: A contract or order that is a binding understanding be-
tween two or more parties, including a facility and one of its customers.

Agreement Review: Systematic activities carried out by the supplier
before finalizing the agreement to ensure that requirements are
adequately defined, free from ambiguity, documented, and achievable by
the supplier.

Allogeneic Donor: A person who donates blood or tissue to a recipient,
who may be genetically related or unrelated.

Analyte: Substance or chemical constituent that is assayed.

Aseptic Methods: Methods designed to eliminate the risk of microbial
contamination to a product, reagent, specimen, or person in a laboratory
or clinical care setting.

Assessment: A systematic and independent examination to determine
whether quality activities comply with planned activities and whether
these activities are implemented effectively and are suitable to achieve
objectives. Assessments also include comparison of results to expected
results. Types of assessments include external assessments, internal as-
sessments, peer review, and self-assessments.

Autologous Donor: A person who acts as his/her own blood or tissue
donor.

Calibrate: To set measurement equipment against a known standard.

CD34: A cell surface antigen present on HPCs, expressed in decreasing
3 quantity as progenitor cells differentiate and mature. This antigen is used
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Glossary

in flow cytometric identification and quantitation of HPCs and as the ba-
sis for selection methods that isolate HPCs.

Certified by CMS: Having met the requirements of Clinical Laboratory
Improvement Amendments of 1988 through inspection by CMS (for-
merly HCFA), a deemed organization, or an exempt state agency.

Compliance: See Conformance.
Conformance: Fulfillment of requirements.

Competence: Ability of an individual to perform a specific task accord-
ing to procedures.

Corrective Action: An activity performed to eliminate the cause of an
existing nonconformance or other undesirable situations in order to pre-
vent reoccurrence.

Critical Equipment: A piece of equipment that can affect the quality of
the facility’s products or services.

Cross Contamination: Transmission of infectious or contaminating
agents among reagents, product, or supplies.

Cryopreservation: The process of low-temperature freezing and stor-
age of cellular products that preserves cells which, after thawing, retain a
significant measure of their pre-freeze viability and function.

Cryoprotectant: A solution or additive which, when combined with liv-
ing cells, provides protection from damage otherwise induced by the
freezing and/or thawing process.

Customer: The receiver of a product or service. A customer may be in-
ternal, ie, another department within the same organization, or external,
ie, another organization.

Design Control: Procedures to control, verify, and validate product, ser-
vice, design, and supporting software.

Design Goals: A list of physical and performance requirements, includ-
ing regulatory and customer requirements, that shall be included in de- o,
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Glossary

signing a new product or service. The design input may also list the
expected goals of a new product or service.

Design Output: The results of a design effort. The finished design out-
put consists of documents used to meet physical and performance re-
quirements defined in design input for the product or service, and
includes packaging and labeling specifications, if applicable.

«r a9 4

Design Validation: Design validation typically follows successful design
verification and is normally perror med under de
tions. It is normally performed on the f inal produc
in earlier stages prior to product completi
performed if there are different inten
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Design Verification: Design verification may include performing alter-
native calculations, comparing the new design with a similar proven de-
sign, if available, undertaking tests and demonstrations, and reviewing
the design-stage documents before release.

Deviation: An unexpected or unplanned undesirable event.

Disposition: The final status or control of an HPC or cellular product in
a g;iven facility.
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Document (noun): Written or electronically generated information.
Examples of documents include quality manuals, policies, processes, pro-
cedures, labels, or forms.

n Dnti +. A h i

Donor-Patient: A person whose blood, tissue, or HPCs are collected for
ikl +n1 + f1101 ini i

possible autologous transfusion or administration.

Engraftment: In-vivo proliferation and differentiation of infused HPCs,
in an autologous or allogeneic recipient, typically assessed by recovery of
circulating blood cell counts.
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Ex Vivo: Outside of a living body, denoting removing of cell or tissue for

manipulation, after which it is returned to the living body.

Executive Management: The highest level personnel within an organi-
zation, including employees and independent contractors, who have re-
sponsibility for the operations of the organization and who have the
authority to establish or change the organization’s quality policy. Execu-
tive management may be an individual or a group of individuals.

Facility: That part of the organization that is assessed and accredited by
the AABB. A Jocation or operational area within an organization. AABB
accreditation is granted to specified facilities for specific activities.

Final Inspection and Testing: An activity such as measuring, examin-
ing, or testing one or more characteristics of a product or service, that
compares the results with specified requirements in order to establish
whether conformity is achieved for each characteristic.

Function: The special, normal, or proper physiologic activity of an HPC
or cellular product that can be qualitatively or quantitatively evaluated
(for example by in-vitro, in-vivo, and/or ex-vivo assays).

Growth Factors: Recombinant cytokines that promote proliferation
and/or differentiation of specific cell types or lineages. Certain growth
factors are used in vivo for mobilization of HPCs.

Hematopoietic Progenitor Cells (HPCs): Cells that are capable of
proliferation and differentiation into one or more of the hematopoietic
lineages, which include granulocytes, monocytes, erythrocytes, and
platelets. Marrow, mobilized peripheral blood, or umbilical cord blood
may be collected as an HPC source for clinical transplantation.

HPC and Cellular Product Service: A facility involved in 1) qualifying
donors, 2) performing one or more of the manufacturing steps for HPC
products (including collection, processing, and storage), or 3) distribut-
ing these products.

In Vitro: Observable in an artificial environment.

In Vivo: Within the living body.
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Inspect: To measure, examine, or test one or more characteristics of a
product or service and compare results with specific requirements.

Label: An inscription affixed to a product for identification.

Labeling: Information that is required or selected to accompany a prod-
uct, which may include content, identification, description of processes,
storage requirements, expiration dates, cautionary statements, or indica-
tions for use.

Laboratory Director: A qualified individual holding a relevant doctoral
degree who is responsible for all technical aspects of the HPC and Cellu-
lar Product Service.

Maintain: To keep in the current state; to preserve or retain; to keep in a
state of validity.

Material: A good or supply item used in a process or procedure to pre-
pare the final product or service. Reagents are a type of material.

Medical Director: A qualified licensed physician who has overall re-
sponsibility and authority for all medical aspects of the HPC and Cellular
Product Service.

Medical Therapy: The direct provision of a medical intervention or-
dered by a physician, eg, therapeutic phlebotomy, issuing a unit for infu-
sion.

Myeloablative Therapy: Treatment of a patient with an agent (eg, che-
motherapy or gamma irradiation) that causes marrow aplasia reversible
only with administration and engraftment of HPCs.

Nonconforming: A product or service that does not satisfy one or more
specified requirements, such as an unacceptable blood product, biood
sample, test run, or apheresis procedure.

Organization: An institution, or part thereof, that has its own functions
and executive management.

Output: Information or product that results from a process.
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Patient-Specific Product: A product collected and/or prepared exclu-
sively for a particular autologous or allogeneic recipient.

Policy: A documented general principle that guides present and future
decisions.

Preventive Action: An activity performed to eliminate the potential for
nonconformance or other undesirable situations.

Procedure: A description of how an activity is to be performed, ie, a
standard operating procedure.

Process: The transformation of input into output. This transformation
can be achieved by an activity or a series of interrelated activities.

Process Control: Efforts made to standardize and control processes in
order to produce predictable output.

Product: The tangible result of a process.

Proficiency Testing: The structured evaluation of laboratory methods
that assesses the suitability of processes, procedures, equipment, sup-
plies, and reagents. -

Quality: Characteristics of a product or service that bear on its ability to
meet requirements, including those defined during agreement review.

Quality Assurance: Confidence that the policies, processes, and proce-
dures that influence the quality of the product and service are working as
expected, both individually and collectively.

Quality Control: Testing routinely performed on reagents and equip-
ment to ensure their proper function.

Quality Manual: A document that describes the facility’s quality sys-
tem.

Quality Planning: Activities that identify the requirements and the in-
tended method of achieving those requirements prior to the production
of a new or changed product or service.
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Quality Policy: A documented general principle expressed by executive
management that guides present and future decisions regarding quality.

Quality System: The organizational structure, responsibilities, policies,
processes, procedures, and resources established by executive manage-
ment to achieve the quality policy.

Quarantine (verb): To isolate nonconforming materials or products in a
clearly marked area so that they cannot accidentally be used in a down-
stream process.

Rate-Controlling Device: The process of freezing products at a speci-
fied rate of temperature change.

Reagent: A substance used to perform an analytical procedure. A sub-
stance used (as in detecting or measuring a component or preparing a
product) because of its biological or chemical activity

Record: Information captured in writing or electronically that provides
objective evidence of activities that have been performed or results that
have been achieved, such as test records or audit results. Records do not
exist until the activity has been performed.

Recovery: The proportion of a starting cell population remaining after
one or more ex vivo manipulations.

Reference Standard: Specified requirements defined by AABB (see
Specified Requirements). Reference requirements define how or within
what parameters an activity shall be performed and are more detailed
than system requirements contained in these AABB standards.

Regulation: Law promulgated by federal, state, or local authorities.
Related Donor: An allogeneic donor who is a blood relative of the recipient.

Release: Removal of product from quarantine or in-process status for
distribution.

Service: The intangible result of a process. Services may include con-
tracted laboratory testing services, gamma irradiation services for blood
components, or reference laboratory services.
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Shall: A term used to indicate a requirement.

Specified Requirements: Any requirement in these AABB standards
and including but not limited to FDA requirements, specific customer re-
quirements, and requirements of other accrediting organizations.

Standard: A set of specified requirements upon which a facility may base
its criteria for the products, components, and/or services provided.

Statistical Techniques: Established mathematical methods used to col-
lect, analyze, and present data.

Sterility: Free from living micro-organisms.
Supplier: An organization that provides a product or service.

System: A subgroup of related activities performed by a particular orga-
nization. Activities dealing with maintaining product and service quality
are organized into a “quality system.”

Traceability: The ability to trace the history, application, or location of a
product by means of recorded identification.

Tracking: To follow all steps of a process or procedure from the begin-
ning to end.

Trend: A movement of measurement data in a specific direction over a
period of time.

Unrelated Donor: An allogeneic donor who is not a blood relative of
the recipient.

Validation: Ensuring that identified product or service parameters are
capable of being met prior to the implementation of new or changed pro-
cesses and procedures.

Verification: Affirmation of the accuracy of something. New or changed
processes are verified against the design goals before being implemented.

Viability: Demonstrated capability of living; indicating (either in vivo or
in vitro) ability to perform physiologic functions.
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CROSSWALK BETWEEN 2ND AND 3RD EDITIONS OF
STANDARDS FOR HEMATOPOIETIC PROGENITOR
CELL AND CELLULAR PRODUCT SERVICES

The following “crosswalk” traces each standard in the 2nd and 3rd editions of
HPC and Cellular Product Services Standards. Each standard in the 3rd edition
corresponds with its predecessor in the 2nd edition. The “crosswalk” is offered
as assistance to those who will be updating their facility’s procedures to be
compliant with the most current edition of HPC and Cellular Product Services
Standards. Its use should not take the place of a thorough, line-by-line analysis
of each standard.

3RD 2ND  3RD  2ND 3RD 2ND
1 1 3.5.1 3.5.1 5.1 5.1
1.1 1.1 3.5.2 3.5.2 5.2 5.2
1.2 1.2 3.5.2.1 53 53
1.2.1 1.2.1 3.5.2.1 3.5.2.1 5.4 54
1.2.2 1.2.2 3.5.2.2 New 5.5 5.4
1.2.3 1.2.3 3.53 New 5.6 55
1.2.4 1.2.4 354 90.3.2 6 6
1.2.5 1.2.5 3.5.4.1 90.3.2.1 6.1 6.1
1.2.5.1 1.2.5.1 3.6 New 6.2 6.2
1.2.5.2 1.2.5.2 3.7 New 6.3 6.3
1.2.5.3 1.2.53 3R-A 9R-A 6.4 6.4
1.254 1.2.5.4 4 4 6.4.1 6.4.1
2 2 4.1 4.1 6.4.2 New
2.1 2.1 4.2 4.2 6.5 New
2.2 2.2 4.3 4.3 6R-A New
2.3 2.3 4.4 4.4 7 7
2.4 2.4 4.5 4.5 7.1 7.1

3 3 4.6 4.6 7.1.1 7.1
3.1 3.1 4.7 4.7 7.2 7.2
3.2 3.2 4.8 4.8 7.2.1 7.2.1
3.3 3.3 4.9 4.9 7.2.2 7.2.2
3.4 3.4 49.1 4.9.1 7.2.2.1 7.2.2.1

., 35 3.5 5 5 7.2.3 7.2.3
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Crosswalk

3RD ZND ~ 3RD 2ND  3RD 2ND
8 8 9.3.2 9.2.1 0.633 9534
8.1 8.1 0.4 0.3 0.634 9535
8.2 New 9.4.1 9.3.3 9.6.4 9.5.4
8.2.1 8212 9411 9331 9641 9541
8.2.2 82.1.1 9412 9332 0642 9542
8221 82111 9413 9531  9.6.43 9543
8.22.2  New 9.4.2 9.5.3 0.644 9544
8223 82121 95 0.4 0.7 9.6
8.2.3 8213  95.1 0.4.1 0.8 9.7
8.3 8.2.2 9.5.1.1  New 9.9 0.8
8.3.1 8221 9512 9411  9.9.1 New
83.1.1  New 9513 9412  9RA OR-B
8.3.2 8.2.3 0514 9413  9RB OR-C
8.4 New 9.5.1.5  New 9R-C OR-E
8R-A 8R-A 9.5.1.6  New 9R-D OR-G
8R-B 8R-A 9.5.2 New OR-E 9R-H
9 9 9.52.1  New OR-F ORI
9.1 0.1 9.52.2  New 10 10
9.1.1 9.1.1 9.523 9526  10.1 10.1
9.1.1.1  9.1.1.1 13.2.2 10.2 10.2
9.1.1.2  New 9.524  New 10.2.1 10.2.1
0.1.13 9112 96 0.5 10.2.2 10.2.2
9.1.2 17.4 9.6.1 9.5.1 10.2.3 10.2.3
17.4 9611 9511 103 10.3
9.13 17.4 9.612 9512  103.1 10.3.1
9.1.4 9.1.2 9613 9521 1032 10.3.2
9.1.5 0.1.3 0614 9513  103.2.1 1032
0.1.6 0.1.4 9.6.1.5 9514 104 10.4
9.1.7 New 0.6.2 9.5.2 10.5 10.5
9171  9.15 9.62.1 9522 106 10.6
9.1.7.2  New 0.622 9523  10.6.1  New
9.2 New 0.623 9524  10.6.2 10.6.1
9.2.1 New 0.624 9525  10.6.2.1 10.6.1.1
9.2.2 New 9.625 9526  10.6.2.1.1 New
9.2.3 New 9.6.3 New 10.6.2.2  10.6.1.3
9.3 New 9.63.1 9532 106221 106131
9.3.1 New 9632 9533 106222 106132 )




Crosswalk

" 3RD 2ND  3RD  2ND 3RD  2ND

10.6.2.3 New 13.4.2 14.2.1.1 16.3.1 New
10.7 10.7 14 14 16.4 16.4
10.8 10.8 14.1 14.1 16.4.1 16.4.1
10R-A 10R-A 14.2 14.2 16.4.2 New
10R-B 10R-B 14.3 14.3 16R-A 16R-A
10R-C 10R-C 15 15 16R-B 16R-B
11 11 15.1 15.1 17 17
11.1 11.1 15.2 15.2 17.1 17.1
11.2 11.2 15.2.1 15.2.1 17.2
11.2.1 New 15.2.1.1 New 17.2 17.3
11.3 11.2 15.2.2 15.2.2 17.3 17.5
12 12 15.2.2.1 15.2.2.3 17.3.1 New
13 13 15.2.2.2 15.2.2.2 18 18
13.1 New 15.2.2.3 15.2.2.1 18.1 18.1
13.1.1 13.1 15.2.3 15.2.3 18.2 18.2
13.1.2 13.2 15.3 15.3 19 19
13.2 13.2.1 15.3.1 15.3.1 19.1 19.1
13.2.1 13.2.1.1 15.3.1.1 New 19.2 19.2
13.2.2 13.2.1.2 15.3.1.2 15.3.1.1 20 20
13.2.3 13.2.2 15.4 New 20.1 20.1
13.3 13.3 16 16 20.2 20.2
13.3.1 New 16.1 - 16.1 20.3 20.3
13.4 14.2.1 16.2 16.2 20.3.1 New
13.4.1 14.2.1 16.3 16.3 20.3.2 20.3.1
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INDEX

A C

ABO and Rh testing, 32 Calibration of equipment, 49-50
Accreditation of testing facilities, 44 Cell processing
Administration of products allogeneic donor tests in, 32
identification of product and recipient, cryopreservation in, 33, 40
34, 41 endpoints in, 30, 32, 54
inspections before, 46 irradiation and damaging conditions in,
outcomes of, 69 31
procedures for, 34 lot numbers and expiration dates in, 31
records of, 34, 67 methods of, 30
Adverse events, 28, 55 process tests in, 31, 40
Adverse reactions, 18, 41, 55, 63, 65, 67 records of, 31, 64-65
Agreements, 5-8 request for, 30
changes to, 5 review of, 31
claims, 7 test suppliers in, 30
for disposition, 6-7 Cellular products
informed consent, 7, 8 administration of, 34, 41
physician orders, 7 agreements relating to, 5-7
records of, 5 circular of information for, 20

relating to HPCs and cellular products, 6-7
review of, 5

Aliquots, cryopreserved, 33
Allogeneic products

control of, 16-17

disposition of, 17

donor qualifications for, 16, 27, 37-39

donor testing in, 27-28, 29, 32, 38-39

infectious disease testing of, 16-17, 45,
47,48

records of, 63-64, 67

collection of, 28-30

control of, 16-17

cryopreservation of, 33, 40

discard of, 6-7, 73

disposition of, 6-7, 17

handling, 72

identification and traceability of,
18-22

infectious, 53-54, 73

infectious disease testing of, 16-17,
44-45 47-48

Antibodies, unexpected, 32
Approvals

of documents, 11

of research designs, 10
Aseptic methods, 24
Assessments, quality, 68-69
Autologous products

inspection and testing of, 42-48, 51
labeling of, 18-22

new or changed, 4, 9-10
nonconforming, 44, 52-54
obtaining, 13-14

processing of, 30-33

release of, 33, 41, 43

control of, 16-17

disposition of, 17

donor qualifications for, 16, 27, 35-36
records of, 63, 67

storage, distribution and transportation
of, 58-60

thawing, 33

untested, 45

testing of, 16-17, 36, 47, 48 Central venous catheters, 28-29
Certificate of analysis, 14

B Changes

.. Biohazard labels, 45, 47 Eg S%r;enge?tg, >
"y Blood component support, 25 805,
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Circular of 1NIormation, 20
Claims, 7
CMV (cytomegalovirus) testing, 47
Coliection of HPCs and celiular products,
28-30
care of donors in, 28
central venous catheter placement in,
28-29
collection endpoints in, 29, 54
donor screening in, 29
drugs or growth factors in, 28
informed consent for, 7, 8
lot numbers and expiration dates, 29
records of, 29, 30, 64-65
requests for, 28
Compatibility determinations, 32
Competency evaluations, 70
Computer systems, 26
Confidentiality of records, 61
Consent, informed, 7
Containers, HPC, 24
Contamination, microbial, 45
Controlled conditions, 23
Corrective action, 56
Cryopreservation, 33, 40
Cytomegalovirus (CMV) testing, 47

D

Data, engraftment, 6, 69
Databases, computer, 26
Design control, 9-10
Development planning, 9
Deviations, 52-53
Discard of products
agreements for, 6-7
infectious, 73
records of, 65
safety of, 72
Disposition
agreements for, 6-7
of nonconforming products, 52-53
of nonconforming services, 54
of patient-specific products, 17
Distribution
of documents, 11
of products, 59
records of, 65

Document control, 11-12
Donor qualifications
of allogeneic donors, 16, 27, 37-39
of autologous donors, 16, 27, 35-36
process control of, 27-28
Donor testing
for allogeneic donors, 27-28, 29, 32, 47-
48
of autologous donors, 47, 48
for infectious diseases, 16-17, 44-45,
47-48
Donors
administration of drugs or growth
factors to, 28
care of, 28
central venous catheter placement in,
28-29
informed consent of, 7, 8
records of, 63-64
Drugs administered to donors, 28

E

Education

for allogeneic donors, 37-38

for autologous donors, 35
Emergency use of products, 42-43, 45
Endpoints

collection, 29, 54

processing, 30, 32

unrealized, 29, 32, 54
Engraftment data, 6, 69
Environmental conditions of facilities, 25
Equipment

calibration of, 49-50

control of, 25-26, 49-50

for inspection, measuring and testing,

50

malfunction of, 50

storage devices, 58-59
Executive management, 3
Expiration dates of materials, 29, 31

F
Facilities
accreditation of, 44
environmental conditions of, 25
security of, 25
transportation between, 59-60
FDA-approved materials, 23-24 3
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' GH

Growth factors, 28
Hardware, computer, 26
HBV (hepatitis B virus) testing, 45, 47
HCV (hepatitis C Virus) testing, 45, 47
Health history screening
for allogeneic donors, 38
for autologous donors, 35-36
Hematopoietic progenitor cells (HPCs)
administration of, 34, 41
agreements relating to, 5-7
circular of information for, 20
collection of, 28-30
control of, 16-17
crycpreservation of, 33, 40
design control for, 9-10
discarding, 6-7, 73
disposition of, 6-7, 17
identification and traceability of, 18-22
infectious, 53-54, 73
infectious disease testing of, 16-17,
44-45, 47-48
inspection and testing of, 42-48, 51
labeling of, 18-22
nonconforming, 44, 52-54
obtaining, 13-14
processing of, 30-33
release of, 33, 41, 43
storage, distribution and transportation
of, 58-60
thawing, 33
untested, 45
Hepatitis B virus (HBV) testing, 45, 47
Hepatitis C Virus (HCV) testing, 45, 47
Histocompatibility antigen testing, 27, 32
HIV (human immunodeficiency virus) testing,
45
HLA testing, 27, 32
HPCs. See Hematopoietic progenitor cells
HTLV-I/1I (human T-cell lymphotropic virus)
testing, 47
Human immunodeficiency virus (HIV}
testing, 45
Human T-cell lymphotropic virus (HTLV)
testing, 47

I

Identification
of patient and recipients, 34, 41

of personnel in process or procedure
steps, 20
of products and samples, 18-22
Infectious disease testing
of donors, 16-17, 44-45, 47-48
positive and reactive results in, 45, 47
Infectious products
discard of, 73
handling, 53, 72
transportation of, 54, 60
Informed consent, 7, 8
Inspections, 42-46
before administration, 46
determining extent of, 42
equipment for, 50
in-process and final, 43
of incoming products, 42-43
for microbial contamination, 45
prior to release, 33
records of, 44
of services, 43-44
status of, 51
testing, 44-45
[rradiation, 31
Issuing products
inspections before, 33, 41
labeling for, 19, 22

J-L

* Job qualifications, 3

Labels
alpha and/or numeric, 18-19
biohazard, 45, 47
requirements for, 21-22
for storage, issue or transport, 19, 22
for untested products, 45

Laboratory Director, 3

Lot numbers of materials, 29, 31

M

Management
executive, 3
organization of, 1-3
qualifications of, 2-3
quality policy of, 1
representative of, 2
of resources, 2 )
responsibility and authority of, 1-2, 3
reviews by, 2
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Manuals, quality, 4
Materials and supplies
emergency use of, 42-43
inspection and testing of, 42-43
lot numbers and expiration dates of, 29,
31
nonconforming, 52-53
obtaining, 13-14
storaoe of 58-50

wiagc Vi, 20-2Y

use of, 23-24

verification of, 14
Medical Director, 3
Medical provisions for donors, 28
Microbial contamination, 45

N

Nonconforming products and services
adverse events, 55
control of, 52
HPC products, 53-54
infectious products, 53-54, 60, 73
inspection and testing in, 44
review and disposition of, 52-53, 54
shipping, 54
unrealized endpoints, 29, 32, 54
Notification of abnormal test results, 45, 48,
54

Oo-P
Orders, physicians, 7, 30
Patient-specific products. See Cellular
products
Personnel
identifying in process or procedure
steps, 20
job qualifications for, 3
responsibility and authority of, 1-2
training, 70
Physician orders, 7, 30
Planning, quality, 4
Pregnancy, 39
Preventive action, 56-57
Process control
aseptic methods in, 24
blood component support in, 25
of cell processing, 30-33, 40
of computer systems, 26
of donor qualification, 27-28, 35-39
of equipment, 25-26

of facilities, 25

in general, 23

of materials and supplies, 23-24

of nonconformances, 52-55

processes and procedure validation in,
25

of product administration, 34, 41

of product collection, 28-30

1 27 A1
of product release, 33, 41

proficiency testing, 24
quality control, 24
of thawing process, 33
Process tests, 31, 40
Processes and procedures. See aiso Process
control
document control, 11-12
format of, 12
identification of personnel in, 20
in quality system, 4
reviews of, 4
validation of, 25
Processing. See Cell processing
Proficiency testing, 24
Purchasing information, 14

Q

Qualifications
of donors, 16, 27-28, 35-39
of management, 3
of personnel, 3
Quality assessments, 68-69
Quality control, 24, 66
Quality policy, 1
Quality system, 4
Quarantine, 43, 65

R

Rate-controlling devices, 33

Reagents, 23-24, 58

Records
of agreements, 5
cell processing, 31
collection, 29, 30, 64-65
comparing previous, 32
of computer systems, 26
confidentiality of, 61
copies of, 61
cryopreservation, 33, 40
of divided responsibilities, 62
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donor, 63-64
general, 65-66
of inspections and testing, 44
of obtained materials, 14, 15
original, 61
processing, 64-65
product administration, 67
quality control, 66
quarantine, 65
recipients, 67
of research results, 10
retention of, 62-67
storage, distribution or disposal, 65, 66
suppliers, 64
Reference Standards
allogeneic donor requirements (9R-B),
37-39
autologous donor requirements (9R-A),
35-36
biohazard labels (10R-B), 47
cryopreservation records (9R-D), 40
infectious disease tests (10R-A), 47
informed consent (3R-A), 8
label requirements (8R-A, 8R-B), 21-22
notification of test results (10R-C), 48
processing tests (9R-C), 40
record retention for processing and
collecting (16R-A), 63-66
record retention for product
administration (16R-B), 67
records of obtained materials (6R-A), 15
verification of product and recipient
match (9R-F), 41
verification of released products (9R-E},
41
Release of products, 33, 41, 43
Requests, physician, 28, 30
Research design, 10
Resources, 2
Retention of documents and records, 12, 62-67
Reviews
of agreements, 5
of cell processing, 31
of collection records, 30
of designs, 10
of nonconforming products, 52-53
of nonconforming services, 54
of processes and procedures, 4
of quality system, 2

=, Rh testing, 32
4

S

Safety, 72-73
Samples
cryopreserved aliquots, 33
identification and traceability of, 18-22
Security of facilities, 25
Services
inspection of, 43-44
new or changed, 4
nonconforming, 44, 52, 54
obtaining, 13-14
Shipping. See Transportation
Software, computer, 26
Solutions, 23-24
Statistical techniques, 71
Storage
conditions for, 58
devices for, 58-59
labeling for, 19
of products, 58-59
records of, 65, 66
Suppliers
evaluation of, 13
records of, 64
of testing programs, 30
Supplies
emergency use of, 42-43
inspection and testing of, 42-43
lot numbers and expiration dates of, 29,
31
nonconforming, 52-53
obtaining, 13-14
storage of, 58-59
use of, 23-24
verification of, 14
Syphilis testing, 47

T

Temperatures, storage, 59, 66
Test kits, 14
Testing
accreditation of facilities, 44
of allogeneic donors, 27-28, 29, 32,
38-39, 47-48
of autologous donors, 36, 47-48
in cell processing, 32, 40
equipment for, 50 -
of incoming materials, 42-43
infectious disease, 16-17, 44-45, 47-48
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for microbial contamination, 45 Transportation of products
notification of results, 45, 48 between facilities, 59-60
pre-collection, 29 infectious, 54, 60
processing, 31, 43 labeling for, 19, 22
proficiency, 24 nonconforming products, 54
of services, 43-44 shipping containers, 59
status of, 51
suppliers for, 30 u-v
Thawing cryopreserved products, 33 Unrealized endpoints, 29, 32, 54
Traceability Validation
agreements for, 7 of desiens. 10
labeling, 19, 21-22 8ns,

of processes and procedures, 25
Verification

of designs, 10

product and recipient identities, 34, 41

of products on release, 33, 41

process or procedure steps, 20

product and sample identification, 18-19
Tracking of products

agreements for, 7

during transport and storage, 60
Training, 70
Transplantation outcomes, 6, 69
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