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Reviewers and
Sponsors

Content and Review of Chemistry,
Manufacturing, and Control (CMC)
Information for Human Gene Therapy

Investigational New Drug Applications
(INDs)

Additional copies of this guidance are available from the Office of Communication, Training,
and Manufacturers Assistance (HFM-40), 1401 Rockville Pike, Suite 200N, Rockville, MD
20852-1448, or by calling 1-800-835-4709 or 301-827-1800, or from the Internet at
http://www.fda.gov/cber/guidelines. htm.

For questions on the content of this guidance, contact the Office of Cellular, Tissue, and Gene
Therapies at 301-827-5102.

U.S. Department of Health and Human Services
Food and Drug Administration

Center for Biologics Evaluation and Research
April 2008

_26_



Contains Nonbinding Recommendations

Table of Contents
I. INTRODUCTION . 1
A. How will FDA Reviewers and Sponsors Use this Guidance?...........covcevveerracenee 2
B. How is this Guidance Organized? .. 2
IL. ADMINISTRATIVE INFORMATION TO BE DOCUMENTED BY FDA
REVIEWERS........... . 3

III. PRODUCT MANUFACTURING AND CHARACTERIZATION INFORMATION
TO BE SUBMITTED BY SPONSORS AND DOCUMENTED BY FDA

REVIEWERS.... 4

A. Product Manufacturing — Components and Materials 4

1. VBOHOT ...ttt et et esae s e s b e e s se e e saesae e raesenenne 4

2 LIS .ttt b e st a et et e e eenen e 5

3. REAZENTS ...ttt ettt e be e et e s bessere e 9

4. EXCIPIENLS. ....ciuiiiiiierientetee ettt ettt e e s e et se e et et 12

5. Additional ConsSidErations ..............ecceveeeererrencemerncomeseienener oo 12

B. Product Manufacturing — Procedures ...... 14

1. Vector Production/Purification ...........ccceveeeeermeeeenceeineee e 14

2. Preparation of ex Vivo Gene-Modified Autologous or Allogeneic Cells... 15

3. Process Timing and Intermediate Storage .........ceoveeevvveveeieevencrccerencenes 16

4. Final FOrmulation .........ec.eoveveniniienee ettt ee e 16

IV. PRODUCT TESTING..... teesststsseintseesstssesstsstsstssssssssstnsssontensssnstessanses 16
A. Microbiological Testing 17

1. Sterility Testing (Bacterial and Fungal Testing) ......c...coeveeveevrcenererneeneenas 17

2. MYCOPIASINA. ....viiiiiieiieciiece ettt se e snesae e st n e sreneneas 19

3. Adventitious Agent TeStINg ......ccccvveireeierrenirereerereeeecreee e 19

B. Identity.. . 22

C Purity..... . 22

1 Residual Contaminants ...........ccceeveeeerereerierientioeencrreseere e sssese e s eenene 22

2. PyrogenicCity/ENdOtOXIN .....cccoieriirceierieenienieeiieneeserccreeenesee e nreseneneesenes 23

D. Potency.. . . 23

E. Other ..... 24

1. General Safety TeStNg.......cocceiririiicrieiiitere e e 24

2. VIBDIIIEY ..ottt s s ene et 24

3. Cell NUMDEI/DOSE .....cvvereeecrieniinrecrie ettt e s see e s se e ssre et eesnesesseeen 24

V. FINAL PRODUCT RELEASE CRITERIA TESTING 24
VL. PRODUCT STABILITY 25
VII. OTHER ISSUES 26
A. Product Tracking...... 26

B. LADEHNE «.coivriiiiiniiniininiicsiississisnisissssssssissnnssssssnsssassassssasssssassssssssasassssassassssassasssonss 26

i

_27_



ART0

Contains Nonbinding Recommendations

Container/Closure.
Environmental Impact

Qualification of the Manufacturing Process
Biostatistics

VIII. PRECLINICAL STUDIES TO BE DOCUMENTED BY FDA REVIEWERS........

AC
BQ

Summary of Concept Studies...
Gonadal Distribution

IX.  CLINICAL STUDIES TO BE DOCUMENTED BY FDA REVIEWERS.................

RQEFEPORP

Protocol Title

Subject Population

Route of Administration

Dose.

Frequency

Genetic, Biochemical, and Immunological Testing..
Informed Consent

Recombinant DNA Advisory Committee (RAC) Review

X. RECOMMENDATION TO BE DETERMINDED BY FDA REVIEWERS.............

XI. COMMENTS TO SPONSOR GENERATED BY FDA REVIEWERS .................

A.
B.

XII. REFERENCES

Clinical Hold

Non-Clinical Hold

APPENDIX A - PRODUCT REVIEW TEMPLATE (GENE THERAPY)

APPENDIX B — CONSIDERATIONS FOR DEVELOPMENT OF FINAL PRODUCT
RELEASE CRITERIA SPECIFICATIONS AND STABILITY PROTOCOLS .....

A.
B.
C.

Development of Release Acceptance Criteria ...

Development of Acceptance Criteria Analytical Procedures

Development of Stability Protocols .

it

-28—

27
27
27
28

29

29
29

29

29

30
30
30
30
30
30

30

31
31

w32

35

40
40
41



Contains Nonbinding Recommendations

Guidance for FDA Reviewers and Sponsors

Content and Review of Chemistry, Manufacturing, and Control
(CMC) Information for Human Gene Therapy Investigational New
Drug Applications (INDs)

This guidance represents the Food and Drug Administration’s (FDA’s) current thinking on this
topic. It does not create or confer any rights for or on any person and does not operate to bind
FDA or the public. You can use an alternative approach if the approach satisfies the

requirements of the applicable statutes and regulations. If you want to discuss an alternative
approach, contact the appropriate FDA staff. If you cannot identify the appropriate FDA staff,
call the appropriate number listed on the title page of this guidance.

I. INTRODUCTION

This guidance document provides to you, sponsors of a human gene therapy investigational new
drug application (IND), recommendations on the chemistry, manufacturing, and control (CMC)
information to include in an original IND. This guidance also applies to combination products
that contain a human gene therapy biological product in combination with a drug or device as
part of the final product. Also, this guidance instructs FDA CMC reviewers about the
information to record and assess as part of an IND review, taking into consideration the various
manufacturing challenges for these products.

In order to deliver a safe and effective product, human gene therapies present many
manufacturing challenges. Some of these challenges include the variability and complexity
inherent in the components used to generate the final product, such as the source of cells (i.e.,
autologous or allogeneic), the potential for adventitious agent contamination, the need for aseptic
processing, and in the case of ex vivo genetically modified cell therapies the inability to
“sterilize” the final product because it contains living cells. Distribution of these products can
also be a challenge due to stability issues and the frequently short dating period of many ex vivo
genetically modified cell products, which may necessitate release of the final product for
administration to a patient before certain test results are available.

This guidance finalizes the draft guidance entitled, “Guidance for FDA Review Staff and
Sponsors: Content and Review of Chemistry, Manufacturing, and Control (CMC) Information
for Human Gene Therapy Investigational New Drug Applications (INDs)” dated November 2004
(69 FR 64958; November 9, 2004).

FDA'’s guidance documents, including this guidance, do not establish legally enforceable
responsibilities. Instead, guidances describe the FDA’s current thinking on a topic and should be
viewed only as recommendations, unless specific regulatory or statutory requirements are cited.
The use of the word should in FDA’s guidances means that something is suggested or
recommended, but not required.
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A. How will FDA Reviewers and Sponsors Use this Guidance?

FDA'’s primary objectives in the review of INDs are to help ensure the safety and rights
of human subjects in all phases of an investigation and, in Phases 2 and 3, to help ensure
that the quality of the scientific evaluation of the investigational product is adequate to
permit an evaluation of its safety and effectiveness (21 CFR 312.22(a)). This guidance
will help sponsors and FDA reviewers to assess, given the phase of the investigation,
whether sufficient information is provided to assure the proper identification (identity
testing), quality, purity, and strength (one aspect of potency) of the investigational
product (21 CFR 312.23(a)(7)(i)). These principles apply to investigational biological
products and drugs; however, specific terms, such as safety, identity, purity, and potency,
are generally understood to be applicable to biological products and are used throughout
this document.

If you are a FDA reviewer, you will use this guidance as you assess the safety, identity,
purity, and potency of an investigational product and you will use the format of the
human gene therapy CMC review template (Appendix A) in preparing your reviews.
Because of the wide variability of the contents of IND amendments, you are only
expected to use the attached template during review of original IND submissions.
However, you should consult this document for guidance throughout the investigational
new drug development process.

The human gene therapies CMC review instructions and template described in this
guidance are tools to assist FDA in the review of human gene therapy INDs. They are
designed to serve as a guide to help ensure that all applicable regulatory requirements are
reviewed at the appropriate stage of product development. In addition to the CMC
review instructions and template, some general considerations are discussed in Appendix
B that should be helpful in assessing proposed release criteria testing and specifications.
Section 10.70 (21 CFR 10.70) provides further instruction to FDA reviewers regarding
documentation of review decisions.

If you are a sponsor of a human gene therapy IND, you may use this guidance in
developing an IND submission that will be adequate to permit FDA reviewers to make an
assessment of the safety, identity, purity, and potency of your investigational product.
Other regulatory documents that may be relevant are listed in the references (see Section
XII below).

B. How is this Guidance Organized?

This guidance is organized in a format that generally corresponds to the sections in the
CMC review template provided in Appendix A. In each section, where necessary, we
(FDA) provide recommendations as to the information you may submit in your original
IND submission. As necessary throughout this document, we give specific instructions
to FDA reviewers concerning their documentation and assessment of an IND submission
during the CMC review. Many of the instructions for FDA reviewers provided in this
guidance are distinguished by the designation “Note to FDA Reviewers.”
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ADMINISTRATIVE INFORMATION TO BE DOCUMENTED BY FDA
REVIEWERS

Note to FDA Reviewers: Document in your review all of the IND information listed below.

Most of this information should be available on Form FDA 1571, the sponsor’s cover letter, or
the reviewer assignment notice from the Regulatory Project Manager (RPM) of the application
division.

BB-IND Number (assigned by Center for Biologics Evaluation and Research (CBER)
after receipt);

Date of submission;

30-day review due date;

Sponsor — name, address, title, phone, fax;

Sponsor point of contact (sponsor’s authorized representative) — name, address, title,
phone, fax;

Title of IND;

Proposed use;

Product description;

Phase of study;

Cross-referenced INDs, investigational device exemptions (IDEs), and master files
(MFs): List all regulatory files (IND, IDE, MF) that the sponsor has obtained permission
to cross-reference in support of this file. The file under review must contain a letter
signed by the person who submitted the cross-referenced file (21 CFR 312.23(b)), giving
FDA permission to cross-reference the file. This letter should identify the nature of the
information being cross-referenced (e.g., pre-clinical, product manufacturing, and/or
clinical) and where it is located within the file being cross-referenced. You should verify
that the cross-referenced information satisfies the IND requirement for which the
information is cited. If the letter of cross-reference is absent or inadequate, or the cross-
referenced information is inadequate for the purpose cited, the RPM or the reviewer
should notify the sponsor to obtain additional information;

Key words: Include three to four words that can be used to identify the product,
indication, and any materials, components, or devices that may be part of the final
product or used in the manufacturing process. These key words should be general
enough to be used in a database search;

Introduction/rationale: Summarize relevant information on the development of the
product if the sponsor provides this information. In addition, document and assess, as
appropriate, the sponsor’s scientific rationale and justification for using the product for
the indication under review; and

Study objectives.
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HI. PRODUCT MANUFACTURING AND CHARACTERIZATION INFORMATION
TO BE SUBMITTED BY SPONSORS AND DOCUMENTED BY FDA
REVIEWERS

As described in the following sections, you should provide a detailed description of where and
how the gene therapy product is manufactured. You should include all of the components and
materials used during the manufacture of the gene therapy product, such as the vector, cells, cell
bank systems, and any reagents or excipients. In addition, you should describe all procedures
used during the manufacturing process. Examples of these procedures may include vector
derivation, purification, preparation of cell banks systems and testing, including final
formulation of the product. This information will allow us to assess the identity, quality, purity,
and potency of your product. For further information, refer to the guidance on “Content and
Format of Investigational New Drug Applications (INDs) for Phase 1 Studies of Drugs,
Including Well-Characterized, Therapeutic, Biotechnology-Derived Products” (Ref. 1). In
addition, you may refer to the other documents listed in the references (see Section XII below).

We also encourage sponsors to use the format and headings described in Appendix A to facilitate
an efficient review by FDA.

Note to FDA Reviewers: Document and assess product manufacturing and characterization
information in your IND reviews. Organize the CMC review using the format and headings
described in Appendix A and below, as appropriate.

A. Product Manufacturing — Components and Materials

Note to FDA Reviewers: Document the source of all materials and components and
summarize the testing performed on those materials and components, and review the
specific instructions and recommendations set out below.

Your IND must include a list of all components used in manufacturing of your product
(21 CFR 312.23(a)(7)(iv)(b)). The sections below detail the information on
manufacturing components that we recommend you submit in an IND, and that FDA
reviewers will document and assess.

1. Vector

You should provide the following information about your vector:

a. Gene Therapy Vector Construct

A description of the history and detailed derivation of the gene therapy vector
including:

o The gene map, with relevant restriction sites, and any vector constructs
used during generation of the final vector and their sources;
e The gene insert;
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¢ Regulatory elements, such as promoter, enhancer, and poly-adenylation
signal; and
e Selection markers.

b. Vector Diagram

A diagram of the vector identifying the gene insert and regulatory regions, and any
other relevant elements, such as pertinent restriction endonuclease sites:

Note to FDA Reviewers: Document the vector diagram by scanning it into the
review document.

c. Sequence Analysis

Vectors 40 kilobases (kb) or less: We recommend that you fully sequence all
vectors under 40 kb, perform sequence analysis, and submit an annotated sequence
of the entire vector. You should provide a summary of the sequence analysis,
indicating the origin and function of each component of the vector that accounts for
all nucleotides such as promoters, known coding sequences, polyadenylation
signals, origins of replication and restriction sites used during construction of the
vector or for diagnostic tests. You should provide an evaluation of the significance
of all discrepancies between the expected sequence and the experimentally
determined sequence and an evaluation of the significance of any unexpected
sequence elements, including open reading frames. We recommend viral vectors be
sequenced from the master viral bank (MVB) when appropriate. Plasmid sequence
should be obtained from the master cell bank (MCB), and retroviral vector sequence
should be obtained from the MVB/packaging cell line or from DNA obtained after
transduction of a stable cell line.

Vectors greater than 40 kb: You should summarize the extent and results of
sequence analysis that you have performed including any testing performed by
restriction endonuclease analysis. We recommend that you perform sequence
analysis of the gene insert, flanking regions, and any regions of the vector that are
modified.

Cells
a. Allogeneic and/or Autologous Cell Components
You should describe the following information in your IND:
o Cell source: tissue and cell type (e.g., colon, hematopoietic, neuronal, T-
cells);

e Mobilization protocol: document whether or not donor cells are mobilized
or activated in vivo in the donor;
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e Collection or recovery method: state the procedure used to obtain cells
(e.g., surgery or leukapheresis indicating the device used if possible), the
name and location of the collection facility, and transport conditions if
shipped to a processing facility for further manufacturing; and

e Donor screening and testing: the donor screening and testing that is
performed to determine donor eligibility. Requirements for screening and
testing donors of human cells and tissues are described in 21 CFR Part
1271 (see final rule, “Eligibility Determination for Donors of Human
Cells, Tissues and Cellular and Tissue-Based Products (HCT/Ps)”) (Ref.
2). When appropriate, you should document the donor safety testing that
1s performed. In addition, FDA has published a final “Guidance for
Industry: Eligibility Determination for Donors of Human Cells, Tissues,
and Cellular and Tissue-Based Products (HCT/Ps)” (Ref. 3). We
recommend that you review this guidance to ensure that the donor
qualification criteria described in your IND are consistent with current
recommendations.

1) Autologous

You are not required to make a donor eligibility determination or to perform
donor screening for cells and tissues for autologous use (21 CFR
1271.90(a)(1)). However, you should determine whether your manufacturing
procedures increase the risk of propagation of pathogenic agents that may be
present in the donor. If so, you should document whether the donor is
reactive for specific pathogens. Also, you should describe precautions to
prevent the spread of viruses or other adventitious agents to persons other
than the autologous recipient (see Ref. 2).

2) Allogeneic

You must perform donor screening and testing as required in 21 CFR Part
1271 for all allogeneic cells or tissues except those that meet the exceptions
in 21 CFR 1271.90(a). Donors of all types of cells and tissues must be
screened and tested for HIV-1, HIV-2, hepatitis B virus (HBV, surface and
core antigen), hepatitis C virus (HCV), Treponema pallidum (syphilis), and
CJD (screening only). Donors of viable leukocyte-rich cells or tissues should
be screened and tested for human T-lymphotropic virus types 1 and 2
(HTLV-1, HTLV-2) and CMV. In addition, you should document whether
FDA-licensed, cleared, or approved test Kits are used in these detection
assays and document which tests are used. Include a description of the type
of serological, diagnostic, and clinical history data obtained from the donor.
You should consider other issues such as typing for polymorphisms and

-34-



Contains Nonbinding Recommendations

human leukocyte antigen (HLA) matching, where appropriate. If cord blood
or other maternally derived tissue is used, you should describe testing and
screening performed on birth mothers.

Note to FDA Reviewers: Communicate with the clinical reviewer regarding any
issues or concerns relating to the screening or testing of the donor cells.

b. Cell Bank System

You should describe pertinent information, as described in Sections 1) through 3)
below, relating to the cell bank system (i.e., master cell bank (MCB), and working
cell bank (WCB)) used in product manufacture. In addition, you should describe
the history, source, derivation, characterization of each cell bank (both MCB and
WCB), and the frequency at which testing is performed. For further information,
refer to the document on “Points to Consider in the Characterization of Cell Lines
Used to Produce Biologicals™ (Ref. 4). See also ICH document Q5D, “Derivation
and Characterization of Cell Substrates Used for Production of
Biotechnological/Biological Products” (Ref. 5), and, where applicable, “Guidance
for Industry: Source Animal, Product, Preclinical, and Clinical Issues Concerning
the Use of Xenotransplantation Products in Humans” (Ref. 6) and the “PHS
Guideline on Infectious Disease Issues in Xenotransplantation” (Ref. 7).!

Note to FDA Reviewers: Document and assess the testing that is performed on
each cell bank. Determine if the most relevant and critical testing for the
particular gene therapy product has been performed. Appropriate tests should be
performed depending on the species of origin used to derive the cell bank.

1) Master Cell Bank (MCB)/Packaging Cell Line®

You should include in the IND information regarding MCB history, source,
derivation and characterization, including testing to adequately establish the
safety, identity, purity, and stability of the cells. This section will likely
address:

e Product microbiologic characteristics, including sterility, mycoplasma, in
vivo and in vitro testing for adventitious viral agents, as appropriate (see
Section IV below);

e Freedom from the presence of specific pathogens, including, for human

"If a feeder cell line of animal origin is used to propagate human cells (i.e., human and non-human animal cells are
co-cultivated), the final product falls within the definition of a xenotransplantation product (see both Refs. 9 and
10).

2 If an ecotropic cell line was used during the generation of a retroviral producer cell line, we recommend that
sponsors test for ecotropic retrovirus (see “Product testing”). Reviewers would assess and document the testing that
was performed. :

-35-



Contains Nonbinding Recommendations

cells, testing for CMV, HIV-1 & 2, HTLV-1 & 2, EBV, B19, HBV, and
HCV, as appropriate. For cell lines that are exposed to bovine or porcine
components (€.g., serum, serum components, trypsin), appropriate testing
would include testing for bovine and/or porcine adventitious agents. See
further discussion of bovine components and reagents in Section II1.A.2.a;

e Identity of the cells, including tests to distinguish the specified cells
through physical or chemical characteristics of the cell line (i.e.,
phenotype, genotype, or other markers);

e Purity of banked cells, including identification and quantification of any
contaminating cells;

¢ Testing for activity of cells (e.g., activated lymphocytes, dopamine
secretion, insulin secretion) and cell maturation (e.g., dendritic cells).
This should be performed if activity is relevant to the therapeutic nature of
the product;

¢ End of production cells (EOP). This should be tested on a one time basis
to assess genetic stability of the MCB/packaging cell line; and

e Processes critical to product safety, as applicable, including:

o Culture conditions used, including documentation of all media, and
reagents/components used during production, with copies of
relevant certificates of analysis (COA);

o Method of introduction of vector (transfection, transduction,
infection) into MCB/parental cells to establish vector producer
cell;

o Analysis and selection of producer cell clone; and

o Cryopreservation, storage, and recovery of the MCB, including
information pertaining to cell density, number of vials frozen,
storage temperature, and cell bank location; and

o Genetic and phenotypic stability of the MCB after multiple
passages as well as viability of cells after cryopreservation. We
recommend that, while the IND is in effect, you perform a stability
assessment EOP as a one-time test. This testing is usually
performed later in product development and would be included as
part of the biologics license application (BLA).

2) Master Viral Bank (MVB)

Y ou should provide a description of the MVB and the testing that you have
performed to ensure safety, purity, and identity. We recommend that you
address:

e History and derivation of the MVB;
Culture conditions used during tissue culture scale up;

Testing of media and other reagents used during production, including
COAs;
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e Product microbiologic characterization — including sterility, mycoplasma,
in vivo and in vitro testing for adventitious viral agents, as appropriate;

e Freedom from the presence of specific pathogens, such as human viruses
if the cell line is of human origin, or pathogens specific to the origin of the
production cell line (e.g., murine, non-human primate,;

o Tests to identify presence of replication competent virus;

o Identity testing to establish the presence of gene therapy vector and
therapeutic transgene (e.g., Southern blot); and

o Information pertaining to the cryopreservation of the MVB, including
condition and storage location(s).

3) Working Cell Bank (WCB)/Working Viral Bank (WVB)

The WCB/WVB may have been derived from one or more vials of the
MCB/MVB. As discussed in the guidance documents referenced in II1.A2a,
the amount of information needed to document characterization of the
WCB/WVB (derived from the MCB, and MVB, respectively) is usually less
extensive than that needed to document characterization of the MCB/MVB. If
there is a two tiered cell bank system in place (MCB, MVB), we recommend
that you test the WCB/WVB for:

In vitro adventitious viral agent testing;

Replication competent virus;

Bacterial and fungal sterility;

Mycoplasma; and _
Limited identity testing (e.g., Southern blot, flow cytometry).

3. Reagents

You must list in your IND any reagents used in manufacturing the product (21 CFR
312.23(a)(7)(iv)(b)). For the purpose of this guidance, reagents are those materials
that are used for cellular growth, differentiation, selection, purification, or other
critical manufacturing steps but are not intended to be part of the final product.
Examples include fetal bovine serum, trypsin, digestion enzymes (e.g., collagenase,
DNAse) growth factors, cytokines, monoclonal antibodies, antibiotics, cell
separation devices, and media and media components. These reagents can affect the
safety, potency, and purity of the final product, especially by introducing
adventitious agents. For monoclonal antibodies, refer to the guidance on “Points to
Consider in the Manufacture and Testing of Monoclonal Antibody Products for
Human Use” (Ref. 8) for further information.

a. Tabulation of Reagents Used in Manufacture

We recommend that you provide the following information on all reagents used
during product manufacturing:
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¢ concentration of the reagent at the manufacturing step at which it is used;
e vendor/supplier;
® source:

o human: If human albumin is used, you should have procedures in
place to ensure that no recalled lots were used during manufacture
or preparation of the product. If using human AB serum, ensure
serum is obtained from an approved blood bank and meets all
blood donor criteria. For all other reagents that are human derived
you should identify whether it is a licensed product, or clinical or
research grade, and provide a COA or information regarding
testing of the donor and/or reagent.

o porcine: If porcine products are used, a COA or other
documentation that the products are free of porcine parvovirus.

o bovine: If areagent is derived from bovine material, you should
identify the bovine material, the source of the material, information
on the location where the herd was born, raised, and slaughtered,
and any other information relevant to the likelihood that the animal
may have ingested animal feed prohibited under 21 CFR 589.2000.
It may be that bovine material is introduced at different points in
production of a reagent; the information described above should be
provided for all bovine materials used. For more information see,
“Proposed Rule: Use of Materials Derived from Cattle in Medical
Products Intended for Use in Humans and Drugs Intended for Use
in Ruminants,” (72 FR 1581; January 12, 2007); found at
http://www.fda.gov/cber/rules/catruminant.htm. In addition, you
should provide a COA to document that bovine materials are
compliant with the requirements for the ingredients of animal
origin used for production of biologics described in 9 CFR 113.53.

Note to FDA Reviewers: For all animal derived products, enter the following
information in the animal components database: source organism,
supplier/vendor, country of origin, and stage of manufacture. Additionally, the
information provided on bovine materials should be evaluated to determine
whether, for informed consent that is adequate under 21 CFR Part 50, the subject
should be informed of the potential risk that TSE agents have been introduced
into the final product.

* Reagent quality: We recommend that you use FDA-approved or cleared,
or clinical grade reagents whenever they are available.

Note to FDA Reviewers: If the reagent is regulated as a biological product, drug,
or device, consider whether a consultative review should be obtained. Sce
Section III.A.5.b below for further information about consultative review process.

10
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