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VSV-G Vesicular Stomatitis Virus LDL-R
BaEV Baboon Endogenous Retrovirus ASCT-18& ASCT-2
RD114 Endogenous Feline Virus ASCT-2
GALV Gibbon Ape Leukemia Virus GLVR1
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« Reverse Transcriptase Activity — Quantitative PERT
« Capsid Protein — P24

« Envelop Coding Gene — VSVG

* Packaging Gene —- PSI-GAG
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Detection of Replication-competent Lentivirus
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*RCR in vector production lots was not always consistently detected
in both vector supernatant and EOP cells.

**Recommend each lot of ex vivo retroviral transduced cells be tested
for RCR. Recommend archiving a sample for at least 6 months after
the product expiration date. Recommend retaining a sufficient
amount of the cell product to perform RCR testing in the future if
necessary.
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Detection of Replication Competent Lentivirus in EOPC

Detection of Replication Competent Lentivirus in Supernatant
(C8166 co-culture and Quantitative Reverse Transcriptase Activity Assay)

Detection of Replication Competent Lentivirusin Transduced Cells
(C8166 co-culture and Quantitative Reverse Transcriptase Activity Assay)

Rapid RCL Detection for Transduced Cell
Integration Analysis with TLA-NGS
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usp

2008, Guideline On Development and Manufacture of Lentiviral Vectors

EP

EPS.14 Retroviridae-derived Vectors for Human Use

2008, Supplemental Guidance on Testing for Replication Competent Retrovirus in Retroviral Vector Based Gene Therapy Products and During Follow-up of Patients in Clinical Trials Using Retroviral Vectors
2020, Chemistry, Manufacturing, and Control (CMC) Information for Human Gene Therapy Investigational New Drug Applications (INDs)

2020, Long Term Follow-up After Administration of Human Gene Therapy Products; Guidance for Industry

2020, Testing of Retroviral Vector-Based Human Gene Therapy Products for Replication Competent Retrovirus During Product Manufacture and Patient Follow-up; Guidance for Industry
2022, Considerations for the Development of Chimeric Antigen Receptor (CAR) T Cell Products (For comments)

2019, Guideline on Quality, Non-clinical and Clinical Requirements for Investigational Advanced Therapy Medicinal Products in Clinical Trials
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Detection of Replication Competent AAV in EOPC
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Detection of Replication-competent AAV
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« 2008 Guidance for FDA Reviewers and Sponsors Content and review of Chemistry, Manufacturing and Control CMC Information for Human Somatic Cell Therapy Investigational New Drug Applications

Usp « 2020, Chemistry, Manufacturing, and Control (CMC) Information for Human Gene Therapy Investigational New Drug Applications (INDs)
EP « EP5.14 Adeno-associated Virus Vectors for Human Use
|CH « ICH Q5A(R1)Viral Safety evaluation of biotechnology products derived from cell lines of human or animal origin
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