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Abstract Objective: By integrating domestic and international regulatory requirements with industrial
practices, this study aims to systematically analyze the core concerns of on-site inspections of TIL products
manufacturing, thereby providing practical references for regulatory authorities and relevant enterprises.
Methods: First, the inherent attributes of TIL products, such as autologous origin, personalized manufacturing
workflow, and live-cell manipulation were characterized. Subsequently, by aligning these product-specific

features with the core principles of Good Manufacturing Practice (GMP) for on-site inspections, a structured
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analysis of the core concerns of on-site inspections of TIL products manufacturing was conducted. Tailored
compliance recommendations were also formulated to address the specific challenges for TIL products.
Results and Conclusion: TIL production faces multiple hurdles, such as high heterogeneity of tumor tissues
as the starting raw material, high risk of microbial contamination, complex manufacturing processes, and the
necessity for stringent long-term aseptic control. Moreover, GMP-compliant production of TILs faced more
rigorous challenges compared to chimeric antigen receptor T (CAR-T) cell therapies, particularly in areas of
aseptic control, process robustness, and quality assurance. This study systematically explored the core concerns
of on-site inspections of TIL products manufacturing across critical domains, including facility and equipment
qualification, aseptic process simulation, process validation, and maximum capacity verification. In response to
the specific challenges associated with TIL products—such as tumor tissue heterogeneity and risks associated
with long-term culture—recommendations are provided on donor material management, aseptic process
simulation, process validation strategies, and quality control and release. Through the analysis of the distinctive
attributes of TIL products and the challenges in their GMP-compliant manufacturing, a systematic framework
for identifying core inspection priorities and evidence-based compliance recommendations were provided.
These insights not only outline a practical pathway for enhancing the quality management systems of TIL
products but also support the high-quality and standardized advancement of the TIL cell therapy industry.

Keywords: tumor infiltrating lymphocytes; on-site inspection; aseptic process simulation; process validation;

maximum production capacity verification; quality control; cell therapy product
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