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YL : Severe adverse drug reactions are influenced by both genetic and environmental factors,
and genetic polymorphisms are recognized as important contributors. In Japan, only three
pharmacogenomic (PGx) biomarker tests are currently reimbursed under the national health
insurance system: UGT1Al for irinotecan, NUDT15 for thiopurines, and CYP2C9 for siponimod. In
addition, some PGx information, such as HLA-B#*58:01 associated with allopurinol—-induced severe

cutaneous adverse reactions, has been incorporated into package inserts. However,
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implementation of PGx information in Japanese drug labeling remains limited. For example,
although CYP2C19 polymorphisms are known to alter lansoprazole blood concentrations by more
than threefold, this information is not included in the package insert. One reason for this
limited implementation may be the absence of clear criteria in Japan regarding the incorporation
of PGx information into labeling.

This study aimed to investigate the scientific and regulatory considerations for incorporating
PGx information into Japanese package inserts, with reference to FDA guidance and international
harmonization. The project consisted of evidence surveys, additional evidence generation, and
integrated evidence analyses

Review of Japanese regulatory assessment reports indicated that genetic testing is more likely
to be clinically implemented when genetic polymorphisms clearly affect efficacy or safety,
rather than pharmacokinetics alone. In the United States, HLA-B*57:01 testing prior to abacavir
administration is reimbursed by all major private insurers. Published cost-effectiveness
analyses suggested that the test improved QALY with only modest increases in medical costs

supporting its clinical implementation.

To strengthen evidence, additional genomic DNA and clinical information were collected from
patients with drug—induced interstitial lung disease, severe cutaneous adverse reactions, and
rhabdomyolysis, resulting in collections of 393, 367, and 229 cases, respectively. Genome-wide
association analyses identified candidate SNPs and HLA alleles associated with specific adverse
drug reactions. Analytical validation studies using the STH-PAS nucleic acid chromatography
method demonstrated the feasibility of simplified SNP typing. Furthermore, HLA alleles
associated with carbamazepine—induced severe cutaneous adverse reactions were successfully
identified, and a PGx variant database for East Asian populations was established to support
future meta—analyses and international collaborative studies

Although the planned guidance document for PGx information in package inserts was not completed
during the project period, this study clarified important issues regarding evidence evaluation,

biomarker selection, and clinical implementation of PGx testing in Japan.



