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Supplementary Table 1 Lipid-lowering therapy medications used to define each study cohort
	Study cohorts
	LLT medications

	Statin monotherapy
	Atorvastatin

	
	Fluvastatin

	
	Lovastatin

	
	Pitavastatin

	
	Pravastatin

	
	Rosuvastatin

	
	Simvastatin

	Ezetimibe monotherapy
	Ezetimibe

	Anti-PCSK9 mAb monotherapy
	Evolocumab 

	
	[bookmark: OLE_LINK1]Alirocumab


Inclisiran and bempedoic acid were not included in the study because they were approved after the study intake period
mAb monoclonal antibody, PCSK9 proprotein convertase subtilisin/kexin type 9
Supplementary Table 2 Adherence, discontinuation, and LDL-C goal attainment among LLT users over 12 and 24 months of follow-up
	
	12-month follow-up
	24-month follow-up

	
	Statin
monotherapy
	Ezetimibe
monotherapy
	Anti-PCSK9 mAb  
monotherapy
	Statin
monotherapy
	Ezetimibe
monotherapy
	Anti-PCSK9 mAb
monotherapy

	N (%)
	398,295 (95.4)
	6,747 (1.6)
	1,237 (0.3)
	298,586 (95.1)
	5,444 (1.7)
	1,027 (0.3)

	Adherence (PDC ≥ 0.8), 
N (%)
	262,779 (66.0)
	3,913 (58.0)
	679 (54.9)
	177,298 (59.4)
	2,719 (49.9)
	455 (44.3)

	PDC, mean (SD)
	0.79 (0.27)
	0.73 (0.30)
	0.72 (0.29)
	0.74 (0.30)
	0.66 (0.33)
	0.64 (0.31)

	Discontinuation, N (%)
	69,531 (17.5)
	1,678 (24.9)
	273 (22.1)
	61,314 (20.5)
	1,661 (30.5)
	262 (25.5)

	Days to discontinuation, mean (SD)
	144.7 (88.19)
	129.5 (85.90)
	124.2 (84.19)
	278.0 (203.19)
	237.1 (197.88)
	231.4 (186.34)

	LDL-C cohort

	N
	36,241
	738
	202
	34,273
	713
	192

	LDL-C closest to index date, mg/dL, mean (SD)
	89.1 (35.71)
	107.8 (41.13)
	112.3 (60.85)
	89.8 (36.31)
	110.6 (39.72)
	115.6 (61.90)

	LDL-C closest to end of follow-up, mg/dL, mean (SD)
	82.6 (30.87)
	98.8 (37.88)
	88.8 (48.82)
	84.0 (31.74)
	98.9 (37.95)
	96.0 (53.60)

	Adherent patients
	76.1 (24.71)
	93.8 (32.46)
	81.6 (41.79)
	76.1 (24.20)
	92.2 (31.98)
	80.8 (48.28)

	Nonadherent
	94.5 (36.90)
	104.8 (42.80)
	97.5 (55.08)
	94.3 (37.06)
	105.9 (42.22)
	110.0 (54.65)

	LDL-C goal attainment (< 70 mg/dL), N (%)

	At-goal at baseline
	11,759 (32.4)
	127 (17.2)
	59 (29.2)
	10,946 (31.9)
	107 (15.0)
	48 (25.0)

	At-goal at baseline and remained at goal, N (%)a
	7,434 (63.2)
	85 (66.9)
	37 (62.7)
	5,483 (50.1)
	53 (49.5)
	20 (41.7)

	Meeting goal at any time during follow-upb
	6,520 (26.6)
	109 (17.8)
	55 (38.5)
	7,987 (34.2)
	158 (26.1)
	68 (47.2)

	Meeting goal at last LDL-Cb
	5,328 (21.8)
	86 (14.2)
	49 (34.3)
	5,137 (22.0)
	102 (16.8)
	43 (29.9)

	Adherent patients
(PDC ≥ 0.8), N (%)
	14,877 (60.8)
	327 (53.5)
	77 (53.8)
	12,186 (52.2)
	303 (50.0)
	63 (43.8)

	Adherent patients attaining LDL-C goal
	3,719 (25.0)
	44 (13.5)
	29 (37.7)
	3,115 (25.6)
	51 (16.8)
	23 (36.5)

	Nonadherent patients attaining LDL-C goal
	1,609 (16.8)
	43 (15.1)
	20 (30.3)
	2,022 (18.1)
	51 (16.8)
	20 (24.7)


LDL-C low-density lipoprotein cholesterol, mAb monoclonal antibody, PCSK9 proprotein convertase subtilisin/kexin type 9, PDC proportion of days covered, SD standard deviation
aThe percentage here is shown as percent of those who were at-goal at baseline and continued, rather than percentage of patients who received LLT
bNot at-goal at baseline


Supplementary Table 3 24-month ASCVD-related costs by adherence pattern reported as per patient per month, adjusted for 2020 dollars in the LDL-C subset
	
	All LLT
	Statin monotherapy
	Ezetimibe monotherapy
	Anti-PCSK9 mAb
 monotherapy

	
	PDC ≥ 0.8
	PDC < 0.8
	PDC ≥ 0.8
	PDC < 0.8
	PDC ≥ 0.8
	PDC < 0.8
	PDC ≥ 0.8
	PDC < 0.8

	Number at LDL-C goal
	3,688
	1,880
	3,516
	1,754
	27
	19
	16
	≤ 10b

	Total medical costs at LDL-C goal, mean $ (SD)a
	389 (1,116)
	535 (1,636)
	393 (1,127)
	519 (1,598)
	475 (1,130)
	637 (1,516)
	264 (380)
	N/Rb

	Prescription costs, mean $ (SD)
	172 (224)
	150 (211)
	154 (192)
	134 (186)
	398 (299)
	238 (164)
	1,427 (308)
	N/Rb

	Total costs (medical + prescription), mean $ (SD)
	561 (1,157)
	685 (1,673)
	547 (1,162)
	653 (1,629)
	873 (1,192)
	875 (1,541)
	1,691 (586)
	N/Rb

	Number not at LDL-C goal
	6,009
	5,388
	5,743
	5,083
	118
	99
	25
	36

	Total medical costs not at LDL-C goal, mean $ (SD)
	357 (1,034)
	486 (1,408)
	358 (1,039)
	477 (1,348)
	410 (1,114)
	420 (949)
	195 (347)
	473 (774)

	Prescription costs, mean $ (SD)
	148 (244)
	118 (181)
	133 (215)
	102 (150)
	363 (552)
	256 (304)
	1,337 (172)
	649 (364)

	Total costs (medical + prescription), mean $ (SD)
	505 (1,092)
	604 (1,449)
	492 (1,092)
	579 (1,381)
	773 (1,250)
	677 (1,050)
	1,531 (400)
	1,121 (910)


LLT lipid-lowering therapy, mAb monoclonal antibody, N/R not reported for cells with N ≤ 10, PCSK9 proprotein convertase subtilisin/kexin type 9, PDC proportion of days covered, SD standard deviation 
aLaboratory service was identified using Berenson-Eggers Type of Service (BETOS) codes
bData were not reported for observations where the number of patients was fewer than 10

Supplementary Table 4 ASCVD-related per patient per month costs by LDL-C goal attainment over 12-month follow-up, adjusted for 2020 dollars
	
	All LLT
N = 19,571
	Statin monotherapy
N = 18,565
	Ezetimibe monotherapy
N = 318
	Anti-PCSK9 mAb monotherapy
N = 107

	
	LDL-C
< 70 mg/dL
	LDL-C
≥ 70 
mg/dL
	LDL-C
< 70 mg/dL
	LDL-C
≥ 70 mg/dL
	LDL-C
< 70 
mg/dL
	LDL-C
≥ 70 mg/dL
	LDL-C
< 70 mg/dL
	LDL-C
≥ 70 
mg/dL

	N (%)
	6,493 (33.2)
	13,078(66.8)
	6,167 (33.2)
	12,398 (66.8)
	64 (20.1)
	254 (79.9)
	27 (25.2)
	80 (74.8)

	Total medical costs,
mean $ (SD)
	524 (1,850)
	521 (1,861)
	520 (1,846)
	509 (1,773)
	725 (2,171)
	661 (1,810)
	224 (340)
	362 (926)

	Inpatient, mean $ (SD)
	243 (1,589)
	247 (1,541)
	241 (1,593)
	236 (1,461)
	271 (1,370)
	385 (1,629)
	40 (208)
	137 (750)

	Emergency department,
mean $ (SD)
	13 (151)
	9 (97)
	13 (149)
	9 (98)
	67 (394)
	11 (106)
	0 (0)
	0 (0)

	Outpatient medical,
mean $ (SD)
	267 (715)
	263 (784)
	265 (715)
	263 (787)
	387 (1,048)
	239 (535)
	184 (283)
	225 (460)

	     Physician   office visit,
mean $ (SD)
	40 (62)
	34 (87)
	40 (63)
	34 (89)
	53 (60)
	36 (72)
	33 (33)
	37 (37)

	     Laboratory servicea,
mean $ (SD)
	110 (530)
	127 (612)
	108 (527)
	127 (615)
	246 (900)
	113 (412)
	58 (193)
	94 (367)

	Skilled nursing facility,
mean $ (SD)
	1 (45)
	3 (95)
	2 (46)
	2 (76)
	0 (0)
	26 (419)
	0 (0)
	0 (0)

	Prescription costs, 
mean $ (SD)
	173 (220)
	142 (207)
	157 (194)
	126 (175)
	317 (231)
	312 (390)
	1,060 (515)
	964 (441)

	Total costs (medical + prescription),
mean $ (SD)
	697 (1,882)
	663 (1,891)
	677 (1,875)
	635 (1,799)
	1,042 (2,183)
	973 (1,862)
	1,284 (643)
	1,326 (1,102)


ASCVD atherosclerotic cardiovascular disease, LDL-C low-density lipoprotein cholesterol, LLT lipid-lowering therapy, mAb monoclonal antibody, PCSK9 proprotein convertase subtilisin/kexin type 9, SD standard deviation 
aLaboratory service was identified using Berenson–Eggers Type of Service (BETOS) codes

