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For the primary analysis, we used the full logistic regression model containing all independent variables: sex (male, female), age (40–64, ≥65 [years]), insurance type (health insurance, medical aid), drug classes (typical antipsychotics, atypical antipsychotics, flunarizine, and antiemetics), and comorbidities (diabetes, stroke, end-stage renal disease, and Alzheimer’s disease). Confounders were identified based on previous studies related to drug-induced parkinsonism [1-5]. We then performed a forward stepwise logistic regression analysis (α for entry and retention: 0.05 and 0.10, respectively), including all the independent variables, and calculated the adjusted odds ratio from the final model, which included sex, age, insurance type, typical antipsychotics, atypical antipsychotics, flunarizine, stroke, and Alzheimer’s disease as confounders. We tested for the interaction between TMZ and each of the confounders, and no significant interactions were observed. Discrimination was evaluated using c-statistics [6] and calibration was assessed using the Hosmer-Lemeshow test [7]. The c-statistics of the full and stepwise models were 0.661 (95% CI, 0.641–0.682) and 0.659 (95% CI, 0.639–0.679), respectively, which indicate weak predictive models. As the Health Insurance Review and Assessment claims data does not provide detailed information, such as obesity, smoking status, physical activity level, environmental factors, or genetic factors, all of which were possible confounders, the models could not achieve good discrimination. The models were well-calibrated, with Hosmer-Lemeshow goodness of fit test statistics of 4.29 (full, p=0.746) and 1.49 (stepwise, p=0.914). We performed subgroup analysis using the same method mentioned above. We then performed a forward stepwise logistic regression analysis (α for entry and retention: 0.05 and 0.10, respectively), including all the independent variables, and calculated the adjusted odds ratio from the final model, which included age and stroke as confounders. The c-statistics of the full and stepwise models were 0.689 (95% CI, 0.617–0.761) and 0.662 (95% CI, 0.593–0.731) respectively. The models were well-calibrated, with Hosmer-Lemeshow goodness of fit test statistics of 4.87 (full, p=0.771) and 0.88 (stepwise, p=0.645).
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