Table 1. Main characteristics of studies included in the study.
	Study (year)
	Study 
	Location
	Sample
	 LLT
	Age
	Female
	LDL-C
	LDL-C
	Adverse
	Follow - up

	 
	design
	(Country)
	(n)
	(dose)
	(year)
	(%)
	(% reduction)
	Goal treatment
	  events
	(months)

	Ducobu 1992
	RCTs
	Belgium
	32 LLT
	Low 
	< 17 years
	31.2
	2.45 (37.21)
	0.65 (15.66)
	R
	36

	
	
	
	
	
	
	
	
	
	
	

	Sinzinger 1992
	RCTs
	Italy
	16 LLT
	Low
	6 - 13
	43.7
	1.89 (28.08)
	1.35 (27.89)
	R
	52

	
	
	
	
	
	
	
	
	
	
	 

	Knipscheer 1996
	RCTs
	Netherland
	53 LLT
	Low
	12 ± 2.3
	62.2
	1.83 (26.72)
	1.53 (30.48)
	R
	3

	
	
	
	18 Diet
	
	12.1 ± 3.4
	77.7
	
	
	
	

	Lambert 1996
	RCTs
	Canada
	65 LLT
	Low to 
	12.9 ± 2.4
	0%
	1.73 (27.50)
	1.07 (23.46)
	R
	2

	
	
	
	
	Moderate
	
	
	
	
	
	 

	Couture 1998
	RCTs
	Canada
	63 LLT
	Moderate
	12.5 ± 2.3
	41.2
	2.09 (36.99)
	0.07 (1.97)
	NR
	 1.5

	
	
	
	
	
	
	
	
	
	
	 

	Stein 1999
	RCTs
	USA &
	67 LLT
	Low to 
	13.3 ± 0.3
	0%
	1.62 (25.10)
	1.37 (28.19)
	R
	 12

	
	
	Finland
	65 Diet
	Moderate
	13.1 ± 0.3
	0%
	
	
	
	 

	Stefanutti 1999
	RCTs
	Italy
	8 LLT
	Low
	8.9 ± 2.2
	56.2
	1.97 (29.76)
	1.16 (24.95)
	R
	 12

	
	
	
	8 Diet
	
	8.4 ± 3.1
	
	
	
	
	 

	McCrindle 2002
	RCTs
	Canada
	20 LLT
	Low
	13.7 ± 2.6
	42.8
	1.07 (16.80)
	1.81 (34.15)
	R
	9

	
	
	
	16 Diet
	
	13.9 ± 4.2
	31.2
	
	
	
	 

	McCrindle 2003
	RCTs
	USA, EU
	140 LLT
	Moderate
	14.1 ± 2.0
	32
	2.27 (40.11)
	-0.10 (-2.95)
	R
	6.5

	
	
	Canada
	47 Diet
	
	14.1 ± 2.2
	27.6
	
	
	
	 

	de Jongh, 2002
	RCTs
	Netherland
	106 LLT
	Moderate
	14.4 ± 2.1
	44
	2.15 (40.72)
	-0.36 (-11.5)
	R
	 6

	
	
	
	69 Diet
	
	14.6 ± 2.5 
	47.8
	
	
	
	

	de Jongh 2002
	RCTs
	Netherland 
	28 LLT
	Moderate
	14.5 ± 2.0
	46
	2.14 (40.30)
	-0.32 (-10.09)
	R
	7

	
	
	
	22 Diet
	
	14.6 ± 2.5 
	50
	
	
	
	 

	Vohl 2002
	RCTs
	Canada
	47 LLT
	Moderate
	7 to 17
	40.4
	0.30 (5.37)
	1.80 (34.03)
	NR
	 1.5

	
	
	
	
	
	
	
	
	
	
	 

	Dirisamer 2003
	Prospective
	Austria
	20 LLT
	Low to 
	13.4 ± 2.0
	60
	1.96 (30.43)
	0.99 (22.1)
	R
	12

	
	observational
	
	
	Moderate
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	Hedman 2003
	Prospective
	Finland
	20 LLT
	Low
	10.3 ± 2.9
	65
	1.30 (21.31)
	1.31 (27.29)
	R
	2

	
	observational
	
	
	
	
	
	
	
	
	

	Wiegman 2004
	RCTs
	Netherland
	106 LLT
	Moderate
	13.0 ± 3.0
	54
	3.52 (56.96)
	-0.83 (-31.2)
	R
	24

	
	
	
	108 Diet
	
	13.0 ± 2.9
	53
	
	
	
	 

	Koeijvoets 2005
	RCTs
	Netherland
	193 LLT
	Moderate
	12.8 ± 5.9
	51.8
	1.43 (22.84)
	1.34 (27.74)
	NR
	24

	
	
	
	
	
	
	
	
	
	
	 

	Clauss 2005
	RCTs
	USA
	35 LLT
	Moderate
	15 ± 2
	100
	1.6 (28.47)
	0.53 (13.18)
	R
	6

	
	
	
	19 Diet
	
	15 ± 2
	100
	
	
	
	

	Hedman 2005
	Prospective
	Finland
	30 LLT
	Low to 
	9.2 ± 3.1
	63.3
	1.78 (28.25)
	1.03 (22.79)
	R
	24

	
	observational
	
	
	Moderate
	
	
	
	
	
	

	Rodenburg 2006
	RCTs
	USA
	90 LLT
	Low to 
	12.9 ± 3.0
	53
	1.50 (24.31)
	1.18 (25.27)
	NR
	24

	
	
	
	88 Diet
	Moderate
	12.9 ± 2.8
	51
	
	
	
	

	Van der Graaf
	CT
	Netherland
	84 LLT
	Moderate
	12.6 ± 2.1
	56
	1.93 (33.86)
	0.28 (7.43)
	R
	22.5

	2006
	
	
	
	
	
	
	
	
	
	

	Van der Graaf
	RCTs
	Netherland
	122 LLT
	Moderate 
	14.3 ± 1.8
	43
	1.95 (34.39)
	0.23 (6.18)
	R
	8.2

	
	
	
	
	to high
	
	
	
	
	
	

	2008
	
	
	126 LLT +E
	High
	14.0 ± 1.9
	42
	2.87 (49.31)
	-0.54 (-18.31)
	
	

	Yeste 2009
	Prospective
	Spain
	11 LLT
	High
	9.6 ± 3.2
	45.4
	1.84 (29.53)
	0.90 (20.5)
	NR
	8

	
	observational
	
	
	
	
	
	
	
	
	

	Clauss 2009
	Prospective
	USA
	26 LLT
	High
	12.3 ± 1.9
	65.3
	2.0 (34.48)
	0.31 (8.16)
	NR
	13.6

	
	observational
	
	
	
	
	
	
	
	
	

	Avis 2010
	RCTs
	USA, Spain
	131 LLT
	Moderate
	13.7 ± 1.8
	55
	2.73 (44.98)
	-0.15 (-4.49)
	R
	13

	
	
	Netherland
	46 Diet
	to high
	14.2 ± 2.1 
	48
	
	
	
	

	Gandelman 2011
	CT
	Canada
	39 LLT
	Low to 
	11.1 ± 1.8
	49
	2.38 (40.68)
	-0.02 (-0.58)
	R
	2

	
	
	Norway
	
	Moderate
	
	
	
	
	
	

	Kusters 2013
	Prospective
	Netherland
	193 LLT
	Low to 
	12.9 ± 2.1
	53.6
	1.66 (27.08)
	0.98 (21.92)
	NR
	120

	
	observational
	
	
	Moderate
	
	
	
	
	
	

	Kusters 2015
	RCTs
	France
	93 LLT
	High
	8.3 ± 1.6
	57
	1.55 (26.18)
	0.88 (20.14)
	R
	3

	
	
	Norway
	45 Diet
	
	
	
	
	
	
	


Continued table

	Braamskamp 
	Prospective
	Netherland
	197 LLT
	Moderate
	11.6 ± 3.3
	56
	2.62 (42.95)
	-0.01 (-0.29)
	R
	24

	CHARON 2015
	observational
	
	
	to high
	
	
	
	
	
	

	Harada-Shiba 2016
	RCTs
	Japan
	14 LLT
	Low
	11.1 ± 1.8
	0
	1.96 (29.43)
	1.21 (25.74)
	R
	12

	
	
	
	
	
	
	
	
	
	
	

	Langslet 2016
	Prospective
	14
	271 LLT
	Moderate
	10.2 ± 1.8
	46.4
	2.67 (43.63)
	-0.04 (-1.16)
	R
	48

	
	observational
	Countries
	
	to high
	
	
	
	
	
	 

	Henning 2017
	Prospective
	Poland
	27 LLT
	Low to
	9.57 ± 3.2
	NR
	1.69 (32.01)
	0.10 (2.79)
	NR
	12

	
	observational
	
	40 Diet
	moderate
	9.57 ± 3.2
	
	
	
	
	

	Saltijeral 2017
	Prospective
	Spain
	217 LLT
	High
	15 ± 8.9
	46.5
	0.65 (15.44)
	0.07 (1.97)
	NR
	52

	
	cohort
	
	
	
	
	
	
	
	
	

	Ramaswami 2016
	Prospective
	UK
	111 LLT
	Moderate
	9.8 ± 2.5
	47.2
	2.21 (36.71)
	0.32 (8.40)
	NR
	24

	
	observational
	
	165 Diet
	to high
	10.1 ± 2.4
	51.4
	
	
	
	

	Humphries 2017
	Prospective
	UK
	135 LLT
	Moderate
	9.5 ± 3.5
	49.6
	1.90 (32.31)
	0.49 (12.31)
	NR
	12

	
	observational
	
	165 Diet
	
	10.7 ± 3.2
	48.5
	
	
	
	

	Bogsrud 2017
	Retrospective
	Norway
	177 LLT+E
	Moderate
	9.1 ± 3.0
	48
	2.20 (37.93)
	0.11 (3.06)
	NR
	51

	
	observational
	
	125 Diet
	to high
	7.7 ± 3.0
	50.2
	
	
	
	

	Pang 2018
	Prospective
	Australia
	40 LLT
	Moderate
	12.1 ± 3.2
	NR
	2.63 (37.79)
	0.84 (19.40)
	NR
	NR

	
	observational
	
	
	
	
	
	
	
	
	

	Benekos 2020
	Prospective
	Greece
	72 LLT
	Moderate
	9 ± 3
	63
	2.78 (46.33)
	-0.27 (-8.39)
	R
	3

	
	observational
	
	
	to high
	
	
	
	
	
	

	Daniels 2020
	RCTs
	USA
	42 PCSK9i
	Moderate
	12.4 ± 2.6
	45.5
	1.35 (30.10)
	-0.34 (-10.79)
	R
	2

	
	
	
	
	
	
	
	
	
	
	

	Santos 2020
	RCTs
	Sweden
	104 PCSK9i
	High
	13.7 ± 2.3
	44
	2.13 (44.56)
	-0.84 (-31.70)
	R
	6

	
	
	
	
	
	
	
	
	
	
	

	Lewek 2021
	Retrospective
	Poland
	16 LLT
	Moderate
	9 ± 3
	NR
	2.81 (44.04)
	0.08 (2.24)
	NR
	24

	
	observational
	
	
	to high
	
	
	
	
	
	

	Peretti 2023
	Retrospective
	France
	135 LLT
	Low to 
	14 ± 3
	53
	2.99 (43.31)
	0.44 (11.2)
	NR
	26

	
	& prospective
	
	99 Diet
	moderate
	13 ± 3
	55
	
	
	
	

	
	observational
	
	
	
	
	
	
	
	
	


Abbreviations: LLT: Lipid lowering therapy; R: reported; NR: non-reported; LDL-C goal treatment (<3.5 mmol/L/130 mg/dL).
