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The first guidelines for clinical evaluation of anti-cancer drugs were established in February 1991 when
cytotoxic drugs were the main focus of clinical development. Subsequently, molecular-targeted drugs
including antibody drugs have been developed, to which the second guidelines have been applied since April
2006. In recent years, drugs acting on the immune system such as immune checkpoint inhibitors have become
a major part of the development of novel anti-cancer drugs. The effects and adverse events of these drugs
have different characteristics from those of conventional cytotoxic drugs and molecular-targeted drugs,
thereby making it necessary to update points to consider on clinical studies.

There have been major changes in the development of molecular-targeted drugs since the release of the
previous guidelines. Some drugs targeting driver mutations particularly important for cancer development
showed a prominent effects, leading to the development of drugs against functional changes based on less
frequent gene mutations. In the clinical development of anti-cancer drugs for these rare molecular subtypes,
it 1s often difficult to conduct a confirmatory randomized controlled study using overall survival as the
primary endpoint, and some drugs are approved based on tumor response in a phase II study as the primary
study result of efficacy.

Since it is often difficult to conduct clinical studies for rare subtypes in Japan alone, the drug development
needs to be proactively conducted as a global study even in early clinical studies.

In addition, cancer genomic testing has been introduced to clinical practice as cancer precision medicine to
identify rare molecular subtypes, and many drugs will be developed for tumors based on less frequent gene
alterations in the future. For infrequent gene alterations, if the biological significance of the genetic
abnormality is common among cancer types, some anti-cancer drugs have been approved across cancer types
(tumor agnostic), rather than a specific type of cancer, after efficacy and safety are evaluated in a single
clinical study enrolling different cancer types. When an anti-cancer drug is approved across cancer types, the
drug can be used even for cancer types for which efficacy data have not been obtained. Therefore, it is
necessary to carefully determine whether or not its use is scientifically appropriate and to promote the proper

use with the knowledge including those obtained in post-marketing setting.
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Immune checkpoint inhibitors and molecular-targeted drugs for rare subtypes based on cancer genomic
tests have been developed. In some cases, clinical development has been conducted with different
perspectives from conventional approaches, and regulatory approval has been granted based on the efficacy
in clinical studies at an early stage of development. This trend may be accelerated in the future.

In this research project, we revised the guideline for clinical evaluation of anti-cancer drugs in Japan in
order to respond to these changes in drug development. We expect that drug development will be actively
promoted by using the guideline. Particularly, with the increasing globalization of drug development,
international collaboration is essential for Japanese cancer patients to be able to benefit from new drugs at
the same time as overseas. However, attention should be paid to ethnic differences in pharmacokinetics and
pharmacodynamics between Japan and other countries. We aimed to develop practical guideline that take
into account the opinions of researchers, regulatory authorities, pharmaceutical industries, and cancer
patients. The final version of the guidelines has been accepted for publication in an international journal,

Cancer Science.



