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	Characteristics
	Total, n (%)
(n= 1,263,616)
	TMZ group, n (%)
(n= 72,299)
	No-TMZ group, n (%)
(n= 1,191,317)

	Sex
	
	
	
	
	
	

	Male
	654,191
	51.8
	33,300
	46.1
	620,891
	52.1

	Female
	609,426
	48.2
	39,000
	53.9
	570,426
	47.9

	Age (years)
	
	
	
	
	
	

	40-64
	596,627 
	47.2 
	31,533
	43.6
	565,094
	47.4

	≥65
	666,989 
	52.8 
	40,766
	56.4
	626,223
	52.6

	Insurance type
	
	
	
	
	
	

	Health insurance
	1,162,951 
	92.0 
	66,299 
	91.7 
	1,096,652 
	92.0 

	Medical aid 
	100,665 
	8.0 
	6,000 
	8.3 
	94,665 
	8.0 

	Concurrent medicationsb
	
	
	
	
	
	

	Typical antipsychotics
	26,800 
	2.1 
	2,100 
	2.9 
	24,700 
	2.1 

	Atypical antipsychotics
	39,233 
	3.1 
	2,033 
	2.8 
	37,200 
	3.1 

	Calcium-channel blocker (Flunarizine) 
	34,200 
	2.7 
	5,000 
	6.9 
	29,200 
	2.5 

	Antiemetics
	476,994 
	37.8 
	33,433 
	46.2 
	443,561 
	37.2 

	Comorbidity
	
	
	
	
	
	

	Diabetes
	611,291 
	48.4 
	34,566 
	47.8 
	576,725 
	48.4 

	Stroke
	190,664 
	15.1 
	12,367 
	17.1 
	178,297 
	15.0 

	End-stage renal disease
	20,533 
	1.6 
	1,033 
	1.4 
	19,500 
	1.6 

	Alzheimer’s disease
	8,600 
	0.7 
	767 
	1.1 
	7,833 
	0.7 

	Outcome
	
	
	
	
	
	

	Parkinsonism
	25,433 
	2.0 
	2,100 
	2.9 
	23,333 
	2.0 


aWeighted for all variables in the table based on 37,909 patients.
bConcurrent medications reported as drugs known to induce parkinsonism.
Abbreviation: TMZ, trimetazidine.

Data Supplementary
For the primary analysis, we used the full logistic regression model containing all independent variables: sex (male, female), age (40-64, ≥65), insurance type (health insurance, medical aid), drug classes (typical antipsychotics, atypical antipsychotics, flunarizine, antiemetics) and cormorbidities (diabetes, stroke, end-stage renal disease and Alzheimer’s disease). Confounders were identified based on previous articles 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 of independent variables and calculate the adjusted OR 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 terms between TMZ and each of the confounders, and no significant interactions were observed between TMZ and each of the confounders. Discrimination was evaluated using the c-statistics [6] and calibration was assessed by the Hosmer–Lemeshow test [7]. The c-statistics of the full model and the stepwise model 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 HIRA 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 have a good discrimination. The models were well-calibrated with a 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 as above. We then performed a forward stepwise logistic regression analysis (α for entry and retention; 0.05 and 0.10 respectively) including all of independent variables and calculate the adjusted OR from the final model which included age and stroke as confounders. The c-statistics of the full model and the stepwise model 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 a 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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