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In the USA, the FDA Office of Cellular, Tissue, and Gene Therapies
(OCTGT) is principally responsible for regulation of cell and gene therapy
products. Based in FDA's Center for Biologics Evaluation and Research,
OCTGT'’s perspective on regulating cell and gene therapy products re-
flects the growth and development of the field, as well as FDA experience
reviewing these complex biologics. OCTGT guidance documents and the
webinar series OCTGT Learn are invaluable resources for cell and gene

therapy product development.

GUIDANCE DOCUMENTS

The FDA'’s regulatory expectations
and advice regarding cell and gene
therapy products are outlined in
a growing set of guidance docu-
ments. Selected guidance docu-
ments are listed in Table 1, grouped
topically into three main catego-
ries — preclinical, manufacturing,
and clinical. Four of these guid-
ance documents together repre-
sent the foundation of FDA’s reg-
ulatory approach to cell therapy
and gene therapy products, and
should be read by anyone involved

in developing these products. Con-
siderations for the Design of Ear-
ly-Phase Clinical Trials of Cellular
and Gene Therapy Products (June,
2015) provides a synthesis of FDA’s
advice on issues to address in early
development, with references to
other key guidance documents on
preclinical, clinical, and manufac-
turing aspects. Preclinical Assess-
ment of Investigational Cellular
and Gene Therapy Products (No-
vember, 2013) discusses design,
conduct, and interpretation of pre-
clinical pharmacology/toxicology
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studies. Cell therapy product man-
ufacturing and testing is covered
in Content and Review of Chem-
istry, Manufacturing, and Control
(CMC) Information for Human
Somatic Cell Therapy Investiga-
tional New Drug Applications
(INDs) (April, 2008), and sepa-
rately for gene therapy products
in Content and Review of Chem-
istry, Manufacturing, and Control
(CMC) Information for Human
Gene Therapy Investigational New
Drug Applications (INDs) (April,
2008).
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TABLE 1.

US FDA guidance documents: cell and gene therapy products.

Preclinical Pharmacology/Toxicology
Preclinical Assessment of Investigational Cellular and Gene Therapy Products (November, 2013)
Manufacturing and Testing

Content and Review of Chemistry, Manufacturing, and Control (CMC) Information for Human Gene
Therapy Investigational New Drug Applications (INDs) (April, 2008)

Content and Review of Chemistry, Manufacturing, and Control (CMC) Information for Human Somatic
Cell Therapy Investigational New Drug Applications (INDs) (April, 2008)

Potency Tests for Cellular and Gene Therapy Products (January, 2011)

Testing for Replication Competent Retrovirus in Retroviral Vector Based Gene Therapy Products and
During Follow-up of Patients in Clinical Trials Using Retroviral Vectors (November, 2006)

Determining the Need for and Content of Environmental Assessments for Gene Therapies, Vectored
Vaccines, and Related Recombinant Viral or Microbial Products (March, 2015)

Assay Development for Immunogenicity Testing of Therapeutic Proteins (December, 2009)

Eligibility Determination for Donors of Human Cells, Tissues, and Cellular and Tissue-Based Products
(August, 2007)

Minimal Manipulation of Human Cells, Tissues, and Cellular and Tissue-Based Products (December,
2014)

Clinical

Considerations for the Design of Early-Phase Clinical Trials of Cellular and Gene Therapy Products (June,
2015)

Gene Therapy Clinical Trials - Observing Subjects for Delayed Adverse Events (November, 2006)

Human Cells, Tissues, and Cellular and Tissue-Based Products (HCT/Ps) from Adipose Tissue (December,
2014)

Preparation of IDEs and INDs for Products Intended to Repair or Replace Knee Cartilage (December,
2011)

Clinical Considerations for Therapeutic Cancer Vaccines (October, 2011)
Cellular Therapy for Cardiac Disease (October, 2010)

Considerations for Allogeneic Pancreatic Islet Cell Products (September, 2009)

OCTGT LEARN

The FDA webinar series OCTGT
Learn is an educational resource for
cell and gene therapy product devel-
opers and investigators, discussing
key regulatory topics, and provid-
ing insight into topics of particular
concern to FDA OCTGT. These
are points FDA OCTGT wants to
make sure you understand. Selected
OCTGT Learn webinar titles are

shown in Table 2.
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http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/ucm376136.htm
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/ucm072587.htm
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/ucm072587.htm
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/Xenotransplantation/ucm074131.htm
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/Xenotransplantation/ucm074131.htm
http://www.fda.gov/downloads/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/UCM243392.pdf
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/ucm072961.htm
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/ucm072961.htm
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/ucm401869.htm
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/ucm401869.htm
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM192750.pdf
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/ucm072929.htm
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/ucm072929.htm
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/ucm427692.htm
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/ucm427692.htm
http://www.fda.gov/downloads/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/UCM359073.pdf
http://www.fda.gov/downloads/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/UCM359073.pdf
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/ucm072957.htm
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/Tissue/ucm427795.htm
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/Tissue/ucm427795.htm
http://www.fda.gov/downloads/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/UCM288011.pdf
http://www.fda.gov/downloads/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/UCM288011.pdf
http://www.fda.gov/downloads/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/Vaccines/UCM278673.pdf
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/ucm164265.htm
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/ucm182440.htm

—» TABLE 2.
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Selected OCTGT Learn webinars.

Target Product Profile

Early-Phase Trials of Cellular and Gene
Therapies

Fast Track (FT) for Products Regulated in
OCTGT

Regulatory Obligations for Investiga-
tor-Sponsored Research

Pediatric Clinical Trials
IND Safety Reporting
Data Monitoring Committees

Endpoint Assessment and Adjudication
Committees

Successful Development of Quality Cell
and Gene Therapy Products

Cellular Therapy Products

The Chemistry, Manufacturing and Con-
trols (CMC) Section of a Gene Therapy
IND

Preclinical Considerations for Products
Regulated in OCTGT

“361” Human Cells, Tissues, & Cellular
and Tissue Based Products (HCT/Ps)

IND Basics in OCTGT
Sponsor Meetings with OCTGT

Role of the Target Product Profile in facilitating product
development

Clinical risks of cellular and gene therapy products, and
considerations for design of early-phase trials

OCTGT experience and advice regarding Fast Track re-
quests and designation for cell and gene therapies, and
other OCTGT-regulated products

Regulatory requirements for an investigator who is also a
sponsor of an IND or IDE

Regulation and design of pediatric clinical trials
FDA safety reporting requirements for products under IND

Data Monitoring Committees - establishment, operation,
and responsibilities

Circumstances in which an Endpoint Assessment and
Adjudication Committee (EAAC) may be useful, charter
and operation of an EAAC, and potential bias in endpoint
assessment

Guidance for successful development of quality cell and
gene therapy products

Information needed for cell therapy product INDs

Elements of the IND CMC section for gene therapy
products

Preclinical considerations for cell and gene therapy INDs
Definition of HCT/Ps and how they are regulated

IND submissions to OCTGT
Types of sponsor meetings with OCTGT
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http://fda.yorkcast.com/webcast/Viewer/?peid=a53d0d5863244464b000249f1ddc9fd31d
http://fda.yorkcast.com/webcast/Viewer/?peid=b6f413f768fd463f8b47379266d605e01d
http://fda.yorkcast.com/webcast/Viewer/?peid=b6f413f768fd463f8b47379266d605e01d
http://fda.yorkcast.com/webcast/Viewer/?peid=c49142cbcd7545939272aab60ce8ed1a1d
http://fda.yorkcast.com/webcast/Viewer/?peid=c49142cbcd7545939272aab60ce8ed1a1d
http://fda.yorkcast.com/webcast/Viewer/?peid=d0f96bf6136d4c4fa9d72e24176d407a1d
http://fda.yorkcast.com/webcast/Viewer/?peid=d0f96bf6136d4c4fa9d72e24176d407a1d
http://fda.yorkcast.com/webcast/Viewer/?peid=cb57417378a64a3b9fa702a5dc1bbf151d
http://fda.yorkcast.com/webcast/Viewer/?peid=1ae28f0fd550428abf366c48052a2dc01d
http://fda.yorkcast.com/webcast/Viewer/?peid=e3ab289c36f145268718613ba70e17321d
http://fda.yorkcast.com/webcast/Viewer/?peid=58572df4d7be4546a0fd06b775f7d4a61d
http://fda.yorkcast.com/webcast/Viewer/?peid=58572df4d7be4546a0fd06b775f7d4a61d
http://www.fda.gov/BiologicsBloodVaccines/NewsEvents/ucm241307.htm
http://www.fda.gov/BiologicsBloodVaccines/NewsEvents/ucm241307.htm
http://www.fda.gov/BiologicsBloodVaccines/NewsEvents/ucm241308.htm
http://www.fda.gov/BiologicsBloodVaccines/NewsEvents/ucm241305.htm
http://www.fda.gov/BiologicsBloodVaccines/NewsEvents/ucm241305.htm
http://www.fda.gov/BiologicsBloodVaccines/NewsEvents/ucm241305.htm
http://www.fda.gov/BiologicsBloodVaccines/NewsEvents/ucm241309.htm
http://www.fda.gov/BiologicsBloodVaccines/NewsEvents/ucm241309.htm
http://www.fda.gov/BiologicsBloodVaccines/NewsEvents/ucm241304.htm
http://www.fda.gov/BiologicsBloodVaccines/NewsEvents/ucm241304.htm
http://www.fda.gov/BiologicsBloodVaccines/NewsEvents/ucm241302.htm
http://www.fda.gov/BiologicsBloodVaccines/NewsEvents/ucm241303.htm

