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T3.10 Nonclinical safety assessment in oncology drug development

LI Li
( DABT, Novartis)

Abstact. Cancer is the third leading cause of death worldwide, with tremendous unmet medical
needs. The important/unique factors that influence cancer drug development strategy include . life-threat-
ening nature for malignant tumors, high death rate from cancer, limited effectiveness for existing thera-
pies, and desire to provide new effective anticancer pharmaceuticals to patients more expeditiously. For
these reasons, flexibility is needed in designing a program of nonclinical ( preclinical) studies for antican-
cer pharmaceuticals. The development and adoption by the three ICH regulatory bodies of ICH S9 pro-
vided a harmonized global agreement on the design of an appropriate program of nonclinical studies for
the development of anticancer pharmaceuticals. This guidance provided recommendations for nonclinical
evaluations to support the development of anticancer pharmaceuticals in clinical trials for the treatment of
patients with advanced disease and limited therapeutic options. This guideline aims to facilitate and ac-
celerate the development of anticancer pharmaceuticals and to protect patients from unnecessary ad-
verse effects, while avoiding unnecessary use of animals. The nonclinical safety assessment program for
cancer therapy as recommended by ICH S9 is different from that nonclinical safety program for general
medicine [as by ICH M3 (R2) ). The key differences included the following: no need for non-rodent
studies for initiation of clinical trials with cytotoxic drugs; limited duration of toxicity study covers contin-
ued treatment in Phase | & || ; allowing clinical trial get to active dose as quickly as possible; no need for
chronic studies (6/9 month) , and 13 —week toxicology studies to be conducted in late stage development
to conserve resources and reduce animal use; abbreviated reproductive toxicity package (no need for fer-
tility and peri- and postnatal studies) ; safety pharmacology assessments could be conducted within the
general toxicology studies. The implementing of ICH S9 will enable fast first-in-patients study; protect pa-
tients from unnecessary adverse effects, while avoiding unnecessary use of animals and other resources.
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