Supplementary Data 1. Evaluating association between polypharmacy and severe ADE

The association between polypharmacy and severe ADEs (adverse drug events) was evaluated using disproportionality analysis and χ2 test. Specifically, the study ADE reports for patients ≥ 20 years of age were grouped into those reporting patient use of ≥ 5 concomitant drugs (polypharmacy) and < 5 concomitant drugs (non-polypharmacy). Afterwards, the number of severe ADE reports were counted in each group and a 2 × 2 contingency table was made based on the presence or absence of polypharmacy and presence or absence of severe ADEs as below. Using this table, the proportional reporting ratio (PRR) and 95% confidence interval (95% CI) for severe ADEs in polypharmacy compared to non-polypharmacy reports was calculated and the χ2 test was performed.

· 2 × 2 contingency table for ADE reports of patients ≥ 20 years of age

	
	Severe ADE
	Non-severe ADE
	Total

	Polypharmacy, No. (%)
	1,965 (9.38)
	18,986 (90.62)
	20,951 (100)

	Non-polypharmacy, No. (%)
	38,641 (5.00)
	733,906 (95.00)
	772,547 (100)

	Total, No. (%)
	40,606 (5.12)
	752,892 (94.88)
	793,498 (100)


· The result of the analyses is as follows
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, 95% confidence interval (95% CI) = 1.80–1.96

· χ2 test P value < 0.001

The above analysis was also performed for reports for older patients ≥ 65 years of age and younger patients 20–64 years of age

· 2 × 2 contingency table for ADE reports of patients ≥ 65 years of age

	
	Severe ADE
	Non-severe ADE
	Total

	Polypharmacy, No. (%)
	851 (12.48)
	5,968 (87.52)
	6,819 (100)

	Non-polypharmacy, No. (%)
	15,525 (6.02)
	242,419 (93.98)
	257,944 (100)

	Total, No. (%)
	16,376 (6.19)
	248,387 (93.81)
	264,763 (100)


· The result of the disproportionality analysis and χ2 test for patients ≥ 65 years of age is as follows
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, 95% confidence interval (95% CI) = 1.94–2.21

· χ2 test P value < 0.001

· 2 × 2 contingency table for ADE reports of patients 20–64 years of age

	
	Severe ADE
	Non-severe ADE
	Total

	Polypharmacy, No. (%)
	1,114 (7.88)
	13,018 (92.12)
	14,132 (100)

	Non-polypharmacy, No. (%)
	23,116 (4.49)
	491,487 (95.51)
	514,603 (100)

	Total, No. (%)
	24,230 (4.58)
	504,505 (95.42)
	528,735 (100)


· The result of the disproportionality analysis and χ2 test for of patients 20–64 years of age is as follows

· [image: image6.png]1114/14132

PRR= 122
23116/513603

175



, 95% confidence interval (95% CI) = 1.66–1.86

· χ2 test P value < 0.001

Lastly, the strength of association between polypharmacy and severe ADE, calculated as PRR, was compared between older and younger adults using Poisson regression. The formula used for this was Serious ADE ~ age + polypharmacy +age*polypharmacy (interaction between age and polypharmacy).

The interaction between age and polypharmacy was tested for significance by calculating the P for this variable. If the P was < 0.05 the difference of PRR between age groups was considered significant. In our case, the interaction P was < 0.001 thus, the PRR of 2.07 in older adults was significantly higher than the PRR of 1.75 in younger adults. Thus, we concluded that the risk of severe ADEs from polypharmacy was significantly higher in older than younger adult patients.
