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Abstract Objective: Carcinogenicity test is an important part of drugs' non-clinical safety evaluation and risk
controlling of marketing approval. Before the official launching of carcinogenicity test, the sponsor is required
to submit the application documents of "Special Protocol Assessment" (SPA) to Center for Drug Evaluation and

Research (CDER) in advance to obtain comments from FDA's Executive Carcinogenicity Assessment Committee
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(ECAC) on the design of the rodent carcinogenicity test to be conducted due to its long test period, high cost, and
the complexity of test design, implementation, evaluation of results and interpretation. This study introduced and
explored the key points of the process of SPA for carcinogenicity test and related regulations by FDA in details so
as to provide some references for domestic institutions for research and development of drugs, preclinical CRO,
registration and declaration agencies, and drug evaluation agencies of government. Methods: Combined with
the requirements of the guidance of “Special Protocol Assessment” for carcinogenicity test and our own work
experience, the aspects including the preparation before submitting the study protocols of carcinogenicity test
to CDER of FDA, the procedures for submission, key points in the contents of the submission material for SPA
reviews, and the internal assessment process of CDER and ECAC were introduced. Results and Conclusion:
Sponsors should understand and be familiar with process of submitting and evaluating the document of SPA for

carcinogenicity test, strictly follow the requirements of regulations, and strengthen communication with regulatory

authorities in order to obtain scientific suggestions for successfully conducting long-term carcinogenicity test.
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