
Supporting Information 
Table S1 Particle size, polydispersity index, zeta potential, and EE of differently formulated lipid nanoparticles
	Code
	Ionizable/lipid/siRNA
	SM-102
	DSPC
	DMG-PEG2000
	DSPE-PEG-Galactose
	Cholesterol
	EE (%)
	Size (nm)
	PDI
	Zeta (mV)


	A1
	30:1
	50
	10
	1.5
	-
	38.5
	90.5
	110±2.4
	0.123
	-0.023±0.78

	A2
	30:1
	50
	10
	1
	0.5
	38.5
	84.3
	122±5.6
	0.226
	-0.124±1.76

	A3
	30:1
	50
	10
	0.5
	1
	38.5
	89.2
	121±4.6
	0.124
	-0.2368±0.45

	A4
	30:1
	50
	10
	3
	-
	37
	91.2
	85±4.5
	0.234
	-1.232±0.14

	A5
	30:1
	50
	10
	1.5
	1.5
	37
	80
	94±12.6
	0.323
	-0.8289±0.88

	A6
	30:1
	50
	10
	1
	2
	37
	89
	92±4.2
	0.243
	0.9232±1.26

	A7
	30:1
	50
	10
	0.5
	2.5
	37
	93.5
	93±4.2
	0.254
	0.0342±1.47

	A8
	30:1
	50
	10
	5
	-
	35
	80
	70±1.5
	0.145
	-0.123±1.46

	A9
	30:1
	50
	10
	2
	3
	35
	81.4
	78±2.9
	0.187
	-0.328±0.12

	A10
	30:1
	50
	10
	1.5
	3.5
	35
	78.2
	72±4.6
	0.145
	-0.746±0.22

	A11
	30:1
	50
	10
	1
	4
	35
	77.2
	79±8.7
	0.123
	-0.8289±0.68

	A12
	30:1
	50
	10
	0.5
	4.5
	35
	73.2
	81±5.9
	0.148
	0.8252±1.47
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Figure S1 Galactose-dependent uptake of GLP. Hepa 1-6 cells were transfected with Cy5-GLP (equivalent to 2 μg Cy5-siRNA) containing different proportions of galactose-PEG lipid (0.5, 1, 1.5, 2, 2.5, and 3%). 
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Figure S2 PCSK9 inhibition induced by GLP in different dosages. (A) Western blotting analysis of PCSK9 levels with different siRNA dosages of GLP (n = 5). (B) Real-time PCR analysis of PCSK9 mRNA levels with different siRNA dosages of GLP (n = 5). **, P<0.01%; ****, P<0.0001%.
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Figure S3 Histological analysis of the extracted organs by hematoxylin and eosin (HE) staining.


