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Supporting Information

The two datasets used in this article were listed:

The first metabolomics data contained three classes, healthy control C57 mice, female C57-AMPK gene knocked-out mice

and male C57-AMPK gene knocked-out mice. The concentrations of 42 compounds were listed in Table 1.

Table 1. Qualitative and quantitative metabolic profile of three group mice.

id t,2 (min) endogenous metabolites C57 AMPK-male AMPK-female
1 5.922 Aminoethane 0.2456+0.0705 0.1905+0.0567 0.1958+0.0551
2 6.593 Ethylene glycol 0.0182+0.0020 0.0530+0.0428 0.0746+0.0626
3 6.84 N,N-diethylacetamide 0.0657+0.0087 0.0476+0.0202 0.0557+0.0107
4 7.716 Lactic acid * 0.0872+0.0374 0.0952+0.0592 0.1482+0.2155
5 7.934 Acetic acid 0.0856+0.0333 0.0229+0.0140 0.0412+0.0203
6 10.01 phosphate 2.1278+0.9173 1.4730+0.7381 1.3767+0.9361
7 10.2 I-Threonine 0.0173+0.0098 0.0108+0.0068 0.0096+0.0065
8 10.297 Phenylacetic acid 0.0047+0.0023 0.0159+0.0103 0.0147+0.0097
9 10.382 Succinic acid * 0.0311+0.0129 0.0098+0.0031 0.0119+0.0086
10 10.447 1,2-Hydroquinone 0.0120+0.0072 0.0078+0.0047 0.0067+0.0039
11 10.503 Glyceric acid 0.0961+0.0266 0.0400+0.0232 0.0183+0.0087
12 10.723 (R*,R*)-2,3-Dihydroxybutano  0.0167+0.0053 0.0037+0.0014 0.0053+0.0029
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ic acid

2,4-Dihyoxybutanoic acid
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0.0132+0.0064
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0.0160+0.0079
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0.0140+0.0081
0.0182+0.0044
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0.0177+0.0100
0.0211+0.0143
0.0105+0.0079
0.0230+0.0141
0.0140+0.0093
0.0180+0.0074

0.0371+0.0145

0.0455+0.0272

0.0166+0.0047

0.0178+0.0107

0.0274+0.0151
0.0107+0.0073
0.0251+0.0151
0.0148+0.0099

0.0412+0.0250

0.0232+0.0081
0.0134+0.0088
0.0193+0.0053

0.0250+0.0179
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0.0168+0.0138
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0.3785+0.1618

0.0302+0.0069
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0.0613+0.0282

0.0084+0.0009
0.0347+0.0228
0.0216+0.0138

1.0400+0.3349

0.0142+0.0043

0.1741+0.0654
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0.0617+0.0328
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0.0097+0.0037
0.0197+0.0090
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0.0102+0.0074
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0.0441+0.0351
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“: Identified by standard substances; % Retention time;
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The second data contained 25 mice. i.e., 20 KK-Ay mice with diabetes and 5 C57 mice as healthy control group. 20 KK-Ay

diabetic mice were further classified into four classes, 5 mice in each class. Each group was treated with repaglinide with

different periods ranging from 14™ week to 22" week. 42 compounds were considered as endogenous metabolites to

represent each sample. The concentrations of 42 compounds were listed in Table 2.

Table 2 Quantitative metabolic profile of the repaglinide treated diabetic KK-AY mice and C57BL/6J mice (relative quantity of each metabolite to internal standard).

id t2(min) endogenous metabolites 14th week 17th week 20th week 22nd week healthy

1  6.833 N,N-diethyl-acetamide 6.59+0.70 6.85+1.14 7.54+0.48 8.06+0.45 5.19+0.84
2 7.14 N-ethyl-acetamide 15.42+2.70 14.7242.93 16.32+0.69 20.17+2.03 11.90+1.42
3 7.667 Lactic acid 30.09+11.02 165.99+46.18 46.61+26.27 66.03+11.22 6.25+£3.97
4 7.75 Dimethylsilanediol 6.59+1.16 6.67+1.02 5.70+2.17 6.63+3.15 3.83+0.68
5 7.883 Glycollic acid 3.24+0.86 3.03£1.73 4.07£1.39 4.09£1.03 7.45£1.62
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2.37£0.58

1.78+0.47
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1.67+0.55
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0.63+0.23
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10.60+2.81
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4.39+1.37
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0.57+0.35
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0.53+0.91 0.39+0.17
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0+0° 0+0f

19.73+21.06  5.52+3.65

39.15£17.90 85.91+26.03

8.20+4.79 20.89+6.80

4.0246.57 1.29+0.43

9.62+11.23 1.98+1.10

2.11+1.44 0.19+0.06
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1,2,3: Identified by standard substances; a: Retention time;

b,c,d,e,f: No target product was detected

* #:Can’t identified by NISTOS.



