[bookmark: _GoBack]Table S1. Sequences of siRNAs.
	siRNA
	Sense (5’→3’)
	Antisense (5’→3’)

	si-Mst1
	CCACCUUUGAUAUUCUGAUtt
	AUCAGAAUAUCAAAGGUGGtt

	si-NC
	UUCUCCGAACGUGUCACGUtt
	ACGUGACACGUUCGGAGAAtt




Table S2. Genotyping primers for Mst1-KO mice.
	Target Allele
	Forward Primer (5’→3’)
	Reverse Primer (5’→3’)

	WT allele
	AGCTGAGATGGATGTCAACC
	GGTGAAGTTCTCCTTTCTCC

	KO allele
	CTCTGATGACCAACTAGGAC
	TCCAGAGAACTCTAGGCAG




Table S3. Primer sequences used for qPCR analysis.
	Gene
	Species
	Forward primer (5′→3′)
	Reverse primer (5′→3′)

	Stk4
	Mouse
	CATAAAGAGACTGGCCAGATT
	[bookmark: OLE_LINK1]GGCAGTTATTCCCAGAGACCA

	β-Actin
	Mouse
	AGAGGGAAATCGTGCGTGAC
	CAATAGTGATGACCTGGCCGT

	STK4
	Human
	CTGTGTAGCAGACATCTGGTCC
	CTGGTTTTCGGAATGTGGGAGG

	β-Actin
	Human
	CACCATTGGCAATGAGCGGTTC
	AGGTCTTTGCGGATGTCCACGT

	SQSTM1
	Human
	AAGCCGGGTGGGAATGTTG
	CTGGGAGAGGGACTCAATCAG

	GAPDH
	Human
	GGAGCGAGATCCCTCCAAAAT
	GGCTGTTGTCATACTTCTCATGG

	Gapdh
	Mouse
	AGGTCGGTGTGAACGGATTTG
	TGTAGACCATGTAGTTGAGGTCA




Table S4. Antibodies used for Western blot analysis.
	Target Protein
	Antibody Type
	Host Species
	Vendor
	Catalog No.
	Dilution

	Mst1
	Primary
	Rabbit
	CST
	#3682
	1:1000

	p-Mst1
	Primary
	Rabbit
	CST
	#3681
	1:1000

	LC3 I/II
	Primary
	Rabbit
	CST
	#4108
	1:1000

	Beclin-1
	Primary
	Rabbit
	CST
	#3495
	1:1000

	p62
	Primary
	Rabbit
	CST
	#39749
	1:1000

	Bax
	Primary
	Rabbit
	CST
	#2772
	1:1000

	Bcl-2
	Primary
	Rabbit
	CST
	#4223
	1:1000

	Cleaved caspase-3
	Primary
	Rabbit
	CST
	#9664
	1:1000

	Total caspase-3
	Primary
	Rabbit
	CST
	#9662
	1:1000

	β-Actin
	Primary
	Mouse
	CST
	#3700
	1:5000

	Goat anti-rabbit IgG (HRP)
	Secondary
	Goat
	CST
	#7074
	1:5000

	Goat anti-mouse IgG (HRP)
	Secondary
	Goat
	CST
	#7076
	1:5000

	ULK1
	Primary
	Rabbit
	CST
	#8054
	1:1000

	GAPDH
	Primary
	Rabbit
	CST
	#5174
	1:1000





Table S5. Pharmacokinetic parameters of different DMF formulations in DCM mice following intravenous administration.
	Parameters
	DCM+DMF
	DCM+NP
	DCM+NP-APT

	Cmax (μg/mL)
	8.33 ± 1.41
	14.84 ± 1.60
	24.16 ± 2.61**

	t1/2 (h)
	1.65 ± 0.28
	2.86 ± 0.44
	4.36 ± 0.58**

	AUC0-t (μg·h/mL)
	17.13 ± 2.69
	35.33 ± 4.54
	58.73 ± 6.29**

	MRT (h)
	2.13 ± 0.35
	3.23 ± 0.41
	5.23 ± 0.56**

	CL (L/h/kg)
	12.85 ± 1.70
	9.26 ± 1.25
	5.10 ± 0.73**


Notes: Data are expressed as mean ± SD (n = 8). Cmax: maximum plasma concentration; t1/2: elimination half-life; AUC0-t: area under the plasma concentration-time curve from time zero to the last measurable concentration; MRT: mean residence time; CL: total body clearance. **p < 0.01 vs. DCM+DMF and DCM+NP groups.
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