Supplementary Table 1. Sequences of primers
	Name
	Sequence (5'-3')

	Gapdh-F
	ACTCCCACTCTTCCACCTC

	Gapdh-R
	TCTTGCTCAGTGTCCTTGC

	Angptl8-F
	ACCAGCCTGTCGGAGATTCA

	Angptl8-R
	TGGCCAGTGAGAGCCCATAA

	Il-6-F
	GTTCTCTGGGAAATCGTGGA

	Il-6-R
	GGAAATTGGGGTAGGAAGGA

	Il-1β-F
	ATGGGCTGGACTGTTTCTAATG

	Il-1β-R
	CTTGTGACCCTGAGCGACC

	Tnf-α-F
	CCAGACCCTCACACTCAGATC

	Tnf-α-R
	CACTTGGTGGTTTGCTACGAC

	Gap-43-F
	GATGGTGTCAAGCCGGAAGA

	Gap-43-R
	CCACGGAAGCTAGCCTGAAT

	Snap-25-F
	ATGCTGCAGCTGGTTGAAGA

	Snap-25-R
	CCATCCCTTCCTCAATGCGT

	Nfl-F
	AGCATAACCAGCGGCTACTC

	Nfl-R
	TGCAAGCCACTGTAAGCAGA

	Syp-F
	AGTACCCATTCAGGCTGCAC

	Syp-R
	CCGAGGAGGAGTAGTCACCA



	
Supplementary Table 2. Clinical and biochemical characteristics of control subjects and patients with type 2 diabetes mellitus
	Index
	HC
	T2DM with normal cognition
	T2DM with declined cognition
	P value

	
	
	
	
	Overall
	HC vs. T2DM with normal cognition
	HC vs. T2DM with declined cognition
	T2DM with normal cognition vs. T2DM with declined cognition

	N
	10
	10
	10
	
	
	
	

	Age (years)
	61.5±9.3
	60.3±10.2
	63.5±10.9
	0.777
	0.793
	0.662
	0.486

	Sex (male, n, %) #
	7, 70
	7, 70
	5, 50
	0.563
	0.686
	0.325
	0.325

	BMI (kg/m2)
	23.2±3.4
	24.9±3.4
	25.3±4.6
	0.456
	0.335
	0.244
	0.835

	Serum ANGPTL8 (pg/ml)
	359.6±107.3
	634.8±194.3
	702.1±396.9
	0.017*
	0.027*
	0.007*
	0.571

	CSF ANGPTL8 (pg/ml)
	47.2±24.4
	57.7±25.8
	90.0±39.1
	0.011*
	0.449
	0.004*
	0.025*

	Education (years)
	10.4±3.2
	11.7±4.1
	10.9±3.8
	0.733
	0.439
	0.765
	0.633

	HbA1c (%)
	5.5±0.4
	10.0±2.0
	8.7±2.5
	0.000*
	0.000*
	0.007*
	0.512

	Fasting glucose (mmol/L)
	5.5±0.7
	7.6±1.7
	7.7±1.9
	0.004*
	0.009*
	0.015*
	0.999

	[bookmark: OLE_LINK1]Total cholesterol (mmol/L)
	5.0±0.9
	5.3±1.3
	3.5±1.0
	0.001*
	0.540
	0.003*
	0.001*

	Triglyceride (mmol/L)
	1.2±0.4
	3.8±2.2
	1.9±1.6
	0.010*
	0.014*
	0.602
	0.111

	HDL cholesterol (mmol/L)
	1.8±0.5
	1.0±0.3
	0.9±0.3
	0.000*
	0.004*
	0.002*
	0.948

	LDL cholesterol (mmol/L)
	2.7±0.8
	2.6±0.8
	2.0±0.8
	0.109
	0.737
	0.051
	0.099

	MMSE
	26.2±4.8
	25.5±3.3
	21.0±3.9
	0.016*
	0.703
	0.008*
	0.020*

	MoCA
	23.9±3.2
	24.1±4.6
	19.0±4.6
	0.017*
	0.916
	0.014*
	0.011*


Data are shown as mean ± standard deviation. One-way ANOVA and post-hoc tests (LSD and Dunnett’s T3) for continuous variables, #χ2 test for categorical variables.
*P<0.05 was considered significant.
Abbreviations: BMI, body mass index; CSF, cerebrospinal fluid; HbA1c, glycated hemoglobin; HDL, high-density lipoprotein; LDL, low-density lipoprotein; MMSE, Mini-Mental State Examination; MoCA, Montreal Cognitive Assessment.



