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While the Applicant did not propose adding new animal safety data to the label, the Applicant 
submitted published references describing neurotoxicity/degenerative effects and impaired 
neurogenesis with cognitive effects in animals treated with thiotepa.6,7,8,9 The review team 
concluded that these animal safety findings, discovered after the approval of the RLD, did not 
need to be added to the TEPADINA label since comparable adverse effects have been observed 
in humans and are commonly observed with cytotoxic agents.

                                                             
6 Rzeski, W et al, 2004, Anticancer agents are potent neurotoxins in vitro and in vivo, Ann Neurol, 56:351-360.
7 Mondie, CM et al, 2010, The chemotherapy agent, thiotepa, yields long-term impairment of hippocampal cell 
proliferation and memory deficits but not depression-related behaviors in mice, Behav Brain Res, 209(1):66-72.
8 Mignone, RG et al, 2006, Potent inhibition of cell proliferation in the hippocampal dentate gyrus of mice by the
chemotherapeutic drug thiotepa, Brain Research, 1111(1):26-29.
9 Wilson, CL et al, 2013, Chemotherapy drug thiotepa exacerbates stress-induced anhedonia and corticosteroid 
responses but not impairment of hippocampal cell proliferation in adult mice, Behav Brain Res, 236(1):180-185. 
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