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1. Survey of cases of molecular-targeted drug-induced cutaneous adverse reaction (CAR)
In this fiscal year, accumulation of the cases of molecular-targeted drug-induced cutaneous
adverse reaction based on clinical records was conducted in all institutes. Total of 230 cases have

been successfully identified and listed.

2. Accumulation of published data of molecular-targeted drug-induced CAR and establishment
of excel files for case analysis

Based on collected published data, we established 3 different type of excel files for analysis of
CAR induced by cytokine and chemokine inhibitors, immune checkpoint inhibitors and growth
factor inhibitors. In addition to basic clinical information, various types of cutaneous adverse

reaction were settled for records.

3. Immunological analysis of molecular-targeted drug-induced CAR

CARs due to cytokine and chemokine inhibitors were assessed with clinical records,
immunological data and skin biopsy. Immunological assessment of CAR triggered by anti-PD-1
antibody administration to advanced stage melanoma patients has been attempted. Peripheral
blood mononuclear cells were successfully collected in those with and without CAR. The
assessment of cytokine production capacity, including IFN-y, TNF-qa, IL-4 from CD4+ or CD8+
effector T cell subset is in progress. Virological analysis with blood from cases with wide —spread

skin eruption was also in progress.

4 . Establishment of registration system of cases administered immune checkpoint inhibitors for
analysis of back ground in ACR due to immune checkpoint inhibitors

Registration system of all cases administered immune checkpoint inhibitors was established
in Yokohama city University hospital. HLA analysis was started with both cases with and without
CAR after the approval by ethical review board.

5. Analysis of growth factor inhibitor-induced ACR

CARs due to growth factor inhibitor inhibitors were assessed with clinical records. Many
drugs including epidermal growth factor receptor monoclonal antibodies (EGFR mAbs) induced
various types of CAR including severe acne-like eruption and wide-spread erythema. The
treatments affected ACR. The suppressive effect of EGFR inhibitors was assessed on the

production of human B-defensins by keratinocytes.

6. Nationwide survey of cases of molecular-targeted drug-induced CAR
In order to collect more cases with molecular-targeted drug-induced CAR, preparation for
nationwide survey by questionnaire was pushed forward. Designated cancer hospitals were

chosen for the survey.
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