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Characterist Overall, N

Gender 0.004
- Female 393 (47%) 172 (53%) 221 (43%)
- Male 451 (53%) 154 (47%) 297 (57%)
Age (years) 4427 + 13.46 3537 + 11.85 49.87 + 11.20 <0.001
BMI (kg/m?) 29.94 £5.72 28.63 +5.74 30.76 £ 5.56 <0.001

Biochemical Measurements

SESN2 (ng/mL) 6.55 £ 6.75 8.25 +7.57 5.49 + 594 <0.001
Glucose (mmol/L) 7.89 £3.93 4.87 £ 0.67 9.80 + 3.93 <0.001
Insulin (uIU/mL) 19.89 +42.17 14.17 + 15.53 23.54 + 52.21 <0.001
HbAlc (%) 7.22 £2.02 533 £0.38 8.41 + 1.70 <0.001
Total Cholesterol (mmol/L) 4.78 + 1.00 4.78 + 0.87 4.79 £ 1.08 0.7

HDL Cholesterol (mmol/L) 1.30 + 0.36 1.38 +0.36 125+ 035 <0.001
LDL Cholesterol (mmol/L) 2.81 £0.89 2.88 £0.76 2.77 £ 0.96 0.018
Triglyceride (mmol/L) 1.52 £ 0.99 115 +0.73 1.75 + 1.06 <0.001

Insulin Resistance and Adiposity

Waist Size (cm) 93.82 + 14.50 87.45 + 14.32 97.83 + 13.12 <0.001
Waist-to-Hip Ratio 0.88 £0.10 0.82 £0.10 0.92 + 0.09 <0.001
HOMA-IR 7.44 £16.31 331 +£528 10.07 + 20.01 <0.001
TyG Index 8.91 £0.81 8.28 £ 0.51 9.31 £ 0.70 <0.001
TG/HDL Ratio 134+ 1.15 0.95 £0.92 1.58 + 1.21 <0.001
TyG x BMI 267.38 + 59.36 237.97 £ 53.79 285.95 + 55.10 <0.001
TyG x Waist Circumference 839.73 + 169.03 72745 + 145.18 910.67 + 142.60 <0.001
TyG x Waist-to-Hip Ratio 7.89 £1.38 6.83 £ 1.09 8.55 + 1.11 <0.001
Visceral Adiposity Index (VAI) 2.02 £1.76 139 +1.25 241+ 191 <0.001
Lipid Accumulation 51.20 + 40.29 33.06 + 28.51 62.65 + 42.40 <0.001

Product (LAP)

Atherogenic Index of 0.02 £ 0.30 -0.12 £ 0.27 0.10 £ 0.29 <0.001
Plasma (AIP)

Body Fat Percentage (%) 31.99 + 10.93 31.10 + 11.60 32.57 + 1045 0.090

Blood Pressure

Average Systolic BP (mmHg) 11932 + 14.85 11269 + 12.62 123.50 + 1463 <0.001
Average Diastolic BP (mmHg) 69.58 + 10.18 67.31 +9.84 71.01  10.15 <0.001
Metabolic Syndrome (MetS) 355 (42%) 55 (17%) 300 (58%) <0.001
Condition] (Central obesity) 594 (70%) 184 (56%) 410 (79%) <0.001
Condition2 (High Triglyceride) 253 (30%) 45 (14%) 208 (40%) <0.001
Condition3 (Low HDL) 293 (35%) 87 (27%) 206 (40%) <0.001
Condition4 (High Glucose) 608 (72%) 90 (28%) 518 (100%) <0.001
Condition5 (High BP) 204 (24%) 37 (11%) 167 (32%) <0.001

Values in bold indicate statistically significant results (p < 0.05).
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- Female 172 (53%) 54 (50%) 55 (51%) 63 (58%)
- Male 154 (47%) 55 (50%) 53 (49%) 46 (42%)
Age (years) 35.37 + 11.85 3614 +12.73 34.82 + 12.69 35.14 + 10.01 0.6
BMI (kg/m?) 28.63 + 574 2925 +6.13 28.06 + 5.66 2857 +5.42 05
Biochemical Measurements
SESN2 Concentration (ng/mL) 8.25+7.57 249 £1.29 526 + 1.02 16.98 +7.11 <0.001
Glucose (mmol/L) 4.87 £ 0.67 4.85 £ 0.62 482 £ 055 4.92 £ 0.80 0.9
Insulin (uIU/mL) 14.17 £ 15.53 16.36 £ 13.65 13.18 + 11.07 12.95 +20.25 0.005
HbAlc (%) 533+ 038 543 +0.38 529 + 040 5.28 +0.35 0.007
Total Cholesterol (mmol/L) 4.78 £0.87 471 £0.86 478 £ 0.88 4.85 +0.87 05
HDL Cholesterol (mmol/L) 1.38 £ 036 1.35 £ 0.34 1.39 £ 038 141 £ 037 05
LDL Cholesterol (mmol/L) 2.88 £ 0.76 2.80 +£0.78 2.87 £ 0.74 2.97 £0.76 0.3
Triglyceride (mmol/L) 1154073 124 £0.77 118 + 0.90 1.04 +0.44 0.4
Insulin Resistance and Adiposity

| Waist Size (cm) 8745 + 14.32 89.86 + 15.59 8557 + 13.85 86.91 + 1322 0.13
Waist-to-Hip Ratio 0.82 £ 0.10 0.84 +0.11 0.82 + 0.09 0.81 +0.10 02
HOMA-TR 3314528 375 +3.82 292 +2.80 3.25+7.80 0.017
TyG Index 8.28 + 0.51 833 £0.58 828 +0.52 8.23 £043 0.6
TG/HDL Ratio 0.95 + 092 1.06 +0.83 099 126 0.82 +0.50 03
TyG x BMI 237.97 + 53.79 24484 + 58.68 233.28 + 5221 23576 + 49.88 04
TyG x Waist Circumference 727.45 + 14518 753.02 + 163.62 71162 £ 137.25 717.57 +130.33 02
TyG x Waist-to-Hip Ratio 6.83 + 1.09 701 +1.22 677 + 1.03 6.72 +1.00 02
Visceral Adiposity Index (VAI) 139 +125 1.54 £ 118 143 £ 167 1.21 +0.70 0.4
Lipid Accumulation 33.06 + 28.51 39.34 + 33.87 3073 + 2791 29.08 + 21.60 02
Product (LAP)
Atherogenic Index of 0124027 -0.08 + 0.30 0.11 £ 027 -0.15+0.23 0.3
Plasma (AIP)
Body Fat Percentage (%) 31.10 + 11.60 32,05 + 1242 29.60 + 11.33 3164 + 10.98 0.3
Blood Pressure (BP)
Average Systolic BP (mmHg) 112,69 + 12.62 114.50 + 14.06 11191 + 12,63 111.65 + 10.89 03
Average Diastolic BP (mmHg) 6731 +9.84 67.98 +10.85 65.84 +9.31 68.10 +9.18 02
Metabolic Syndrome (MetS) 5 (17%) 33 (30%) 12 (11%) 10 (9.2%) <0.001
Condition1 (Central obesity) 184 (56%) 65 (60%) 57 (53%) 62 (57%) 0.6
Condition2 (High Triglyceride) 45 (14%) 21 (19%) 16 (15%) 8(7.3%) 0.036
Condition3 (Low HDL) 87 (27%) 30 (28%) 27 (25%) 30 (28%) 09
Condition4 (High Glucose) 90 (28%) 39 (36%) 26 (24%) 25 (23%) 0.064
Condition5 (High BP) 37 (11%) 19 (17%) 11 (10%) 7 (6.4%) 0.034

Values in bold indicate statistically significant results (p < 0.05).
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Overall, N = 51 T2,N =172

- Female 221 (43%) 79 (46%) 65 (38%) 77 (45%)

- Male 297 (57%) 94 (54%) 107 (62%) 96 (55%)
Age (years) 49.87 + 1120 49.36 + 12.05 50.27 + 10.50 49.98 + 11.04 >0.9
BMI (kg/m?) 30.76 + 5.56 29.94 +5.34 3121+ 581 3113 + 547 0082

Biochemical Measurements

SESN2 Concentration (ng/mL) 5.49 + 594 1.59 +£0.57 3.32 £0.58 11.54 + 6.98 <0.001
Glucose (mmol/L) 9.80 +3.93 9.83 +£3.92 9.71 £ 401 9.86 + 3.88 0.8
Insulin (pIU/mL) 23.54 + 5221 25.06 + 65.82 2277 + 41.30 22.79 + 46.65 0.008
HbAlc (%) 8.41 £ 1.70 8.45 + 1.66 8.42 £ 1.74 837 £1.72 0.7
Total Cholesterol (mmol/L) 4.79 £ 1.08 4.87 £ 1.15 4.73 £ 1.12 4.76 + 0.96 0.6
HDL Cholesterol (mmol/L) 1.25 £ 0.35 129 +£0.37 1.22 £ 0.30 1.24 +0.36 0.2
LDL Cholesterol (mmol/L) 2.77 £ 0.96 2.87 £ 1.02 272 £ 097 271 £0.88 0.3
Triglyceride (mmol/L) 1.75 + 1.06 1.65 + 0.95 178 £ 1.20 1.80 + 1.03 0.2

Insulin Resistance and Adiposity

Waist Size (cm) 97.83 + 13.12 95.03 + 12.41 99.15 + 1348 99.31 + 13.08 <0.001
Waist-to-Hip Ratio 0.92 £+ 0.09 0.90 + 0.09 0.92 £ 0.09 0.93 +0.08 0.004
HOMA-IR 10.07 + 20.01 9.94 +20.45 9.98 + 17.84 10.27 + 21.62 0.037
TyG Index 931+ 0.70 9.26 +0.70 9.31 + 0.68 9.36 £ 0.71 03

TG/HDL Ratio | 1.58 + 1.21 148 £ 1.13 1.60 + 1.24 1.67 £1.25 [ 0.14

TyG x BMI 285.95 + 55.10 276.23 +51.26 290.05 + 55.58 291.56 + 57.30 0.028
TyG x Waist Circumference 910.67 + 142.60 879.62 + 135.77 921.44 + 134.99 930.89 + 151.84 <0.001
TyG x Waist-to-Hip Ratio 855+ 1.11 838 + 1.13 855+ 1.04 871+ 113 0.011
Visceral Adiposity Index (VAI) 241 +191 225+ 1.67 238 £ 1.78 261 £224 0.12

Lipid Accumulation 62.65 + 42.40 55.63 + 38.23 63.71 + 43.49 68.59 + 44.43 0.004

Product (LAP)

Atherogenic Index of 0.10 £ 0.29 0.06 +0.31 0.11 £ 0.27 0.12 £ 0.30 0.14
Plasma (AIP)

Body Fat Percentage (%) 32.57 £ 1045 31.17 £10.21 3343 + 10.79 33.15 + 10.27 0.085

Blood Pressure (BP)

Average Systolic BP (mmHg) 123.50 + 14.63 12147 +13.27 126.24 + 15.74 122.79 + 14.46 0.017
Average Diastolic BP (mmHg) 71.01 £ 10.15 70.64 + 9.50 72.38 + 10.66 70.01 +10.15 0.088
Metabolic Syndrome (MetS) 300 (58%) 92 (54%) 99 (58%) 109 (63%) 0.2

Condition1 (Central obesity) 410 (79%) 128 (74%) 139 (81%) 143 (83%) 0.11

Condition2 (High Triglyceride) 208 (40%) 60 (35%) 69 (40%) 79 (46%) 0.12
Condition3 (Low HDL) 206 (40%) 64 (37%) 68 (40%) 74 (43%) 0.6

Condition4 (High Glucose) 518 (100%) 173 (100%) 172 (100%) 173 (100%)

Condition5 (High BP) 167 (32%) 52 (30%) 66 (38%) 49 (28%) 0.11

Values in bold indicate statistically significant results (p < 0.05).
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Outcomes Variable AUC (95% CI) Optimal threshold Sensitivity Specificity

1-month mortality MHR 0.740 (0.668-0.811) 052 70% 75%
NGAL 0.659 (0.581-0.738) 85 ng/ml 65% 60%
Ang Il 0.628 (0.547-0.710) 25 pg/ml 60% 55%
1-year mortality MHR 0.728 (0.655-0.800) 050 68% 72%
NGAL 0.641 (0.560-0.721) 70 ng/ml 62% 58%
Ang Il 0.627 (0.546-0.708) 24 pg/ml 58% 53%
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Variables

OR (95% Cl)

1-month mortality

Univariable model

P

Multivariable model

OR (95% Cl)

P

MHR 1.086 (1.044-1.131) <0.001 1.007 (1.003-1.012) <0.001
NGAL 1,006 (L004-1.009) | <0.001 | 1004 (1001-1007) | 0017

Ang-1 1.005 (1.003-1.008) <0.001 1.002 (1.001-1.004) 0.015

1-year mortality

MHR 1097 (1055-1.140) | <0.001 | 1.007 (L002-1011) | 0.002

NGAL | 1007 (1004-1011) | <0.001 | 1.004 (1001-1.008) | 0023 |
Ang1l 1,006 (1003-1.009) | <0.001 | 1003 (1001-1.006) | 0025

Multivariable model of MHR, NGAL and Ang TI adjusted for potential indicators such as
sex, atrial fibrillation, monocytes, HDL-C et al. OR, odds ratio; CI, confidence interval,
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Characteristics

Survival n =
75968

Death n = 35
764+7.5

P

118 (62.1%)

24 (68.6%)

239+44

235+39

Hypertension

103 (54.2%)

22 (62.9%)

Atrial fibrillation

8 (4.2%)

4 (11.4%)

Diabetes mellitus

37 (19.5%)

9 (25.7%)

Dyslipidemia

97 (51.1%)

17 (48.6%)

Monocytes 10°/L

051 (0.41-0.63)

055 (0.43-0.67)

WBC, 109/L

721 (591-841)

7.61 (6.43-8.71)

HDL-C (mmol/L)

109 (0.93-1.29)

103 (0.89-1.22)

LDL-C (mmol/L)

267 (2.10-3.24)

2.55 (1.92-3.26)

CRP (mg/L)

1724123

188+124

LVEF (%)

51446

41888

Beta-blocker

110 (57.9%)

20 (57.1%)

ACEL

40 211%)

5 (14.3%)

ARB

54 (28.4%)

3 (8.6%)

ARNI

118 (62.1%)

13 (37.1%)

Digoxin

94 (49.5%)

15 (42.9%)

Dapagliflozin

25 (13.2%)

6 (17.1%)

MHR

0.45 (0.35-0.56)

058 (0.38-0.79)

NGAL

62 (46-146)

125 (57-274)

Ang T

235+38

27.6+45
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Sex, n (Female%)

Age (years)

Course of diabetes(years)
Family diabetes history (%)
Hypertension history (%)
Smoking (%)

Height (mm)

Weight (kg)

BMI (kg/m2)

SBP (mmHg)

DBP (mmHg)

AST (U/L)

ALT (U/L)

TBA (mmol/L)

SCr (umol/L)

BUN (mmol/L)

eGFR (ml/min)

UA (umol/L)

TC (mmol/L)

TG (mmol/L)

HDL-C (mmol/L)
LDL-C (mmol/L)

FBG (mmol/L)

HbAIlc (%)

Neutrophil count (10°/1)
Lymphocyte count (10°/1)

NLR

264 (30.9)
53.39 = 1137
6.00 (1.00-13.00)
394 (46.1)

120 (14.0)

375 (43.9)
167.26 + 7.80
71.02 £ 1332
25.28 + 3.69
13115+ 1725
81.36 + 11.74
20.00 (17.00,26.00)
22.00 (16.00,34.00)
3.35 (2.10,5.18)
67.10 (56.05,80.40)
5.69 (4.58,7.00)
100.79 (89.33, 109.86)
33140 (271.50,401.00)
464 115
148 (1.02,2.32)
1.09 + 037
274+ 095
7.84 + 243
9.20 + 3.62
3.31 (2.70,4.09)
2.00 £ 0.63

1.69 (1.31,2.20)

132 (29.6)
48.64 + 11.86
5.00 (0.94-10.00)
215 (482)

60 (13.5)

205 (46.0)
168.02 + 7.76
7221 + 1493
2545+ 4.14
12920 + 1671
80.89 + 1122
21.00 (17.00-27.00)
23.00 (16.00-35.00)
3.15 (1.90-5.20)
65.10 (54.40-74.40)
538 (4.35-6.56)
104.97 (96.31-116.00)
335.20 (268.50-399.10)
469 + 113
151 (1.04-2.55)
1.08 + 0.40
277 + 095
7.86 + 235
950 + 4.58
329 (2.67-4.08)
210 + 0.64

1.60 (1.24-2.05)

132 (32.3)
58.75 + 8.10
8.00 (3.00-15.00)
179 (43.8)

60 (14.7)

170 (41.6)
16643 + 7.81
69.83 + 11.14
25.13 + 3.09
133.42 + 17.66
82.01  12.34
20.00 (17.00-26.00)
21.00 (16.00-31.50)
3.65 (2.40-5.10)
71.00 (58.10-88.58)
6.10 (4.94-7.58)
9543 (77.23-102.87)
327.75 (277.60-405.25)
460 + 118
143 (1.02-2.12)
111+ 033
272+ 0.96
7.74 £ 227
886 + 2.16
342 (2.71-4.10)
1.87 £ 0.59

1.85 (1.44-2.31)

0397

<0.001

<0.001

0.193

0.609

0.195

0.003

0.009

0.205

<0.001

0.163

0.548

<0.001

0.045

<0.001

<0.001

<0.001

0.647

0.257

0.179

0.188

0395

0479

0.011

0.247

<0.001

<0.001

Data were given as mean (SD) or median (IQR), or number (percent), as appropriate. SBP, systolic blood pressure; DBP, diastolic blood pressure; AST, aspartate aminotransferase; ALT, alanine
aminotransferase; TBA, total bile acid; FBG, fasting blood glucose; HDL-cholesterol, high-density lipoprotein cholesterol; LDL-cholesterol, low-density lipoprotein cholesterol; HbALc,
hemoglobin Alc; BUN, blood urea nitrogen; SCr, serum creatinine; BMI, body mass index; UA, uric acid; NLR, neutrophil-to-lymphocyte ratio; LVDD, left ventricular diastolic dysfunction.
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Characteristics

Univariate analysis

Multivariate analysis

95%Cl 95%Cl
Sex 0.882 0.66-1.179 0.397 1126 0.783-1.619 0.521
Age 1.107 1.088-1.126 ‘ <0.001 L113 1.091-1.136 <0.001
Course of diabetes 1051 1.031-1.072 <0.001 0.983 0.96-1.007 0.155
Smoking 0.836 0.638-1.096 0.195 - - =

‘ BMI 0.977 0.941-1.013 0.205 1.043 0.996-1.093 0.073
SBP 1.014 1.006-1.023 <0.001 1.015 1.005-1.025 0.002
DBP 1.008 0.997-1.020 0.163 - - -
NLR 1.326 1.138-1.546 <0.001 1.033 0.953-1.119 0.431

‘ HbAlc 0913 0.858-0.970 0.003 0.968 0.907-1.034 0.334
AST 0.989 0.980-0.998 0.020 - - =
ALT 0.987 0.981-0.993 <0.001 - = =
TBA 1.005 0.977-1.033 0.744 - = -
SCr 1.014 1.009-1.020 <0.001 1.008 1.003-1.014 0.005
BUN 1.009 0.987-1.031 0.428 - - -

‘ eGFR 0.967 0.960-0.974 <0.001 - - -
UA 1.001 0.999-1.002 0.332 - - =
TC 0.934 0.831-1.051 0257 - = =
TG 0935 0.875-0.999 0.047 - = =
HDL-C 1.286 0.880-1.879 0.188 - =3 =
LDL-C 0.94 0.816-1.083 0.395 . el .
FBG 0.979 0.922-1.039 0.479 - - -
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Low i High

NLR levels n=214 n=229
(0.601,1.316) (2.156,15.622)
Sex,n (Female %) 264 (30.88%) 82 (38.32%) 131 (31.80%) 51 (22.27%) 0.001
Age (year) 56.00 (47.00-62.00) 53.00 (43.00-60.00) 55.00 (46.00-60.00) 58.00 (52.00-63.00) <0.001
Course of diabetes (year) 6.00 (1.00-13.00) 5.50 (1.00-11.00) 5.50 (1.00-13.00) 8.00 (3.00-14.00) 0.004
Smoking (%) 375 (43.86%) 88 (41.12%) 178 (43.20%) 109 (47.60%) 0.364
BMI (kg/m2) 24.96 (22.88-27.47) 24.97 (22.98-27.22) 25.17 (23.05-27.83) 24.68 (22.32-27.46) 0.093
SBP (mmHg) 131.00 (120.00-142.00) 132,50 (121.00-144.75) 131.00 (120.00-141.25) 131.00 (119.00-142.00) 0.701
DBP (mmHg) 81.00 (74.00-89.00) 81.00 (74.00-89.00) 81.00 (75.00-89.00) 80.00 (72.00-88.00) 0173
HbAIc (%) 8.90 (7.30-10.70) 9.10 (7.10-11.22) 9.00 (7.50-10.70) 8.60 (7.18-10.30) 0121
TBA (mmol/L) 3.40 (2.10-5.20) 3.00 (2.00-4.60) 3.40 (2.10-5.12) 3.60 (2.35-5.70) 0.096
SCr (umol/L) 67.40 (56.10-80.50) 64.50 (52.90-74.00) 66.80 (55.82-78.45) 74.00 (60.68-96.25) <0.001
BUN (mmol/L) 5.68 (4.58-6.99) [ 5.26 (4.40-6.55) 5.65 (4.60-6.82) 1 6.09 (4.82-7.60) <0.001
GFR (ml/min) 100.72 (89.09-109.72) 103.72 (96.34-112.73) 101.25 (91.08-110.85) 95.24 (69.81-105.17) <0.001
UA (umol/L) 33240 (272.70-403.15) 33470 (266.95-414.15) | 333.35(272.70-398.03) | 329.20 (277.00-403.75) 0.864
TC (mmol/L) 455 (3.82-5.30) 465 (4.03-5.48) 453 (3.82-533) 440 (3.58-5.17) 0.004
TG (mmol/L) 1.49 (1.03-2.32) 154 (0.99-2.69) 1.54 (1.05-2.30) 129 (097-2.11) 0.059
HDL-C (mmol/L) 1.02 (0.88-1.24) 0.98 (0.85-127) 1.04 (0.89-1.22) 103 (0.88-1.29) 0.584
LDL-C (mmol/L) 2.70 (2.10-3.36) [ 271 (2.21-3.33) 271 (2.17-3.41) [ 2.58 (1.93-3.27) 0.044
FBG (mmol/L) 7.50 (6.20-8.90) 7.30 (6.30-9.00) 7.60 (6.20-8.90) 7.30 (6.00-8.90) 0.626
AST(U/L) 20.00 (17.00-26.00) 2100 (17.00-27.00) 20.00 (17.00-26.50) 20.00 (17.00-24.00) 0051
ALT (median (IQR)) 22.00 (16.00-34.00) 23.00 (16.00-37.00) 22.00 (16.00-34.50) 2100 (16.00-29.00) 0.049
LAD (cm) 3.50 (3.30-3.80) 3.50 (3.20-3.80) 3.50 (3.30-3.80) 3.60 (3.30-3.90) 0.027
LVD (cm) 450 (4.20-4.80) 450 (4.20-4.70) 450 (4.20-4.80) 450 (4.30-4.80) 0.089
IVST (cm) 1.00 (0.90-1.00) 1.00 (0.90-1.00) 1.00 (0.90-1.00) 1.00 (0.90-1.10) 0.004
‘mitral septal e’ velocity (cm/s) 7.00 (5.80-8.20) 7.20 (6.00-8.90) 7.00 (5.90-8.20) 6.60 (5.35-7.75) <0.001
mitral lateral ¢ velocity (cm/s) 9.60 (8.00-11.60) 10.10 (8.20-12.00) 9.80 (8.10-11.80) 9.15 (7.50-10.83) <0.001
LVDD prevalence (%) 47.8 (409/855) 3551 (76/214) 49.27 (203/412) 5677 (130/229) <0.001

LAD, left atrial diameter; LVD, left ventricular diameter; IVST, interventricular septum thickness.
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cteristic

Age (years) 45 (30,61) 47 (33,61) 49 (35,63) 49 (37,61) <0.001

Age group <0.001
20-39 years 904 (40%) 756 (35%) 661 (31%) 601 (26%)

40-59 years 652 (30%) 701 (32%) 799 (35%) 862 (41%)
60+ years 777 (30%) 895 (33%) 973 (34%) 858 (32%)

Sex <0.001
Female 1,494 (63%) 1,318 (57%) 1,185 (49%) 873 (36%)

Male 839 (37%) 1,034 (43%) 1,248 (51%) 1,448 (64%)

Family poverty income ratio 3.25 (1.59, 5.00) 3.02 (1.52,5.00) 2.75 (1.36,4.94) 2.60 (1.30,4.62) <0.001

Race <0.001
Mexican American 195 (5.5%) 292 (7.7%) 382 (10%) 403 (11%)

Other Hispanic 177 (5.2%) 229 (5.8%) 302 (7.3%) 296 (7.1%)
Non-Hispanic White 810 (64%) 864 (67%) 923 (65%) 1,007 (69%)
Non-Hispanic Black 742 (16%) 591 (12%) 416 (8.3%) 245 (5.0%)
Other/multiracial 409 (9.3%) 376 (8.0% 410 (9.5% 370 (8.4%)

BMI 25 (22,29) 28 (24,32) 29 (26,34) 31(27,35) <0.001

BMI group <0.001
Normal (18.5 to <25) 1,057 (48%) 731 (30%) 499 (20%) 287 (10%)

Obese (30 or greater) 519 (19%) 792 (34%) 1,057 (44%) 1,224 (56%)
Overweight (25 to <30) 657 (29%) 763 (34%) 819 (34%) 771 (33%)
Underweight (<18.5) 82 (3.3%) 43 (1.6%) 25 (0.8%) 11 (0.6%)

Waist Circumference (cm) 89 (80,98) 96 (87,107) 101 (92,112) 107 (98,117) <0.001

Education level <0.001
Less than high school 146 (3.6%) 224 (5.0%) 237 (5.2%) 265 (6.5%)

High school or equivalent 716 (27%) 804 (31%) 903 (34%) 871 (36%)
More than high school 1.471 (69%) 1.324 (64%) 1.293 (60%) 1,185 (57%)

Alcohol consumption status 0.8
Drinker 1,101 (78%) 1,144 (77%) 1,169 (77%) 1,220 (78%)

Non-drinker 431 (22%) 468 (23%) 502 (23%) 433 (22%)

Smoke group <0.001
Current smoker 360 (15%) 403 (15%) 489 (21%) 569 (24%)

Former smoker 501 (24%) 522 (23%) 607 (26%) 630 (29%)
Never smoker 1,472 (61%) 1,427 (62%) 1,337 (53%) 1,122 (47%)

Marriage group <0.001
Married/Living with partner 1,280 (61%) 1,383 (63%) 1,515 (64%) 1,493 (67%)
‘Widowed/Divorced/Separate 463 (16%) 532 (19%) 521 (18%) 506 (19%)

Never married 590 (22% 437 (18%) 397 (17%) 322 (14%)

Diabetes <0.001 |
Yes 148 (3.7%) 263 (7.3%) 412 (12%) 503 (19%) ‘
No 2.125 (94%) 2,029 (91% 1,960 (86%) 1.745 (78%)

Borderline 60 (2.1%) 60 (2.1%) 61 (2.2%) 73 (3.1%)

Hypertension 682 (24%) 831 (31%) 967 (37%) 1,047 (44%) <0.001

Coronary heart disease 64 (2.7%) 84 (2.8%) 119 (3.9%) 124 (5.1%) i 0.004

Heart failure 52 (1.5%) 73 (2.2%) 84 (2.6%) 123 (4.6%) <0.001

Stroke 77 (2.6%) 89 (2.8%) 94 (3.1%) 98 (3.6%) 0.3

Sedentary time (hour) 6.0 (4.0,8.0) 6.0 (4.0,8.0) 6.0 (4.0,8.0) 6.0 (4.0,9.0) 0.015
Sedentary group 03
<3 hours 342 (13%) 311 (11%) 341 (11%) 291 (10%)
>6 hours 897 (41%) 969 (44%) 983 (44%) 990 (45%)

3-6 hours 1,094 (46%) 1,072 (45%) 1,109 (45%) 1,040 (45%)

Serum creatinine (mg/dL) 72 (61,83) 72 (62,86) 76 (64,88) 78 (65,89) <0.001

HbAlc (%) 5.30 (5.10,5.60) 5.40 (5.20,5.70) 5.50 (5.20,5.80) 5.60 (5.30,6.10) <0.001

uACR (mg/g) 7 (4,12) 6 (411) 7 (4,12) 7 (5,15) 0.002

Urinary creatinine (mg/dL) 105 (56,160) 108 (63,162) 114 (70,173) 120 (73,173) <0.001

Urinary albumin (ug/mL) 7 (4,14) 7 (4,13) 8 (4,17) 9 (5,19) <0.001

TC (mmol/L) 4.64 (4.03,5.25) 4.76 (4.16,5.43) 4.89 (4.19,5.59) 5.17 (4.47,5.97) <0.001

TG (mmol/L) 0.59 (0.47,0.70) 0.91 (0.79, 1.06) 1.30 (1.13,1.50) 2.17 (1.80,2.81) <0.001

LDL-C (mmol/L) 2.53 (2.07,3.10) 2.85(2.33,3.44) 297 (2.41,3.62) 3.05 (241, 3.72) <0.001

HDL-C (mmol/L) 1.78 (1.53,2.02) 1.45 (1.27,1.66) 1.24 (1.11,1.40) 1.03 (091, 1.16) <0.001

non-HDL-C 2.79 (2.33,3.39) 3.29 (2.74,3.88) 3.59 (3.00,4.24) 4.14 (3.44,4.89) <0.001

AIP -0.46 (-0.58, -0.38) -0.20 (-0.26,-0.14) 0.02 (-0.04, 0.07) 0.30 (0.22,0.44) <0.001

Uric acid (mg/dL) 4.80 (4.00,5.70) 5.20 (4.30,6.00) 5.60 (4.70,6.50) 6.01 (5.10,6.90) <0.001

Hyperuricemia 276 (11%) 423 (16%) 600 (24%) 787 (34%) <0.001

AIP, atherogenic index of plasma; BMI, body mass index; HbAlc, Hemoglobin Ale; HDL-C, High-density lipoprotein cholesterol; HTN, hypertension; LDL-C, low-density lipoprotein-
cholesterol; TC, total cholesterol; TG, triglyceride; uACR, urine albumin/urine creatinine; OR, odds ratio.
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Model 1 Model 2 Model 3

B (95%Cl) B (95%Cl) B (95%Cl)

Uric acid
AIP, continues 13 (1.2,15) <0.001 1.0 (0.87,1.1) <0.001 0.6 (0.43,0.78) <0.001

AlP, Quartile

Quartile 1 Reference Reference Reference

Quartile 2 037 (0.28,0.46) <0.001 0.31 (0.23,039) <0.001 0.13 (0.02,0.23) 0,021
Quartile 3 072 (0.62,0.83) <0.001 0.58 (0.48,0.68) <0.001 029 (0.18,0.39) <0.001
Quartile 4 12 (1.1,1.3) <0.001 0.94 (0.83,1.1) <0.001 054 (0.37,0.71) <0.001
P for trend <0001 <0.001 <0.001

Hyperuricemia
AIP, continues 429 (3.35,5.49) <0.001 5.13 (3.93,6.71) <0.001 3.04 (1.93,4.79) <0.001

AlP, Quartile

Quartile 1 Reference Reference Reference

Quartile 2 161 (1.23,2.11) <0.001 1.67 (1.26,2.21) <0.001 1.42 (1.09,2.25) 0.013
Quartile 3 257 (1.99,3.32) <0.001 2.78 (2.13,3.63) <0.001 1.94 (1.34,2.81) 0.003
Quartile 4 4.13 (3.17,538) <0.001 4.76 (3.59,6.31) <0.001 262 (1.62,4.23) 0.001
P for trend <0001 <0.001 <0.001

AIP, atherogenic index of plasma; BMI, body mass index; HTN, hypertension; LDL-C, low-density lipoprotein-cholesterol; TC, total cholesterol; OR, odds ratio. Model 1: univariable; Model 2:
age, sex, race; Model 3: age, sex, race, family poverty income ratio, BMI, waist circumference, education level, alcohol consumption status, smoking status, marital status, diabetes, HTN, serum
creatinine, coronary heart disease, heart failure, stroke, sedentary time, LDL-C, TC, glycohemoglobin, urine albumin/urine creatinine, urinary creatinine, urinary albumin.
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Model 1 Model 2 Model 3

B(95%CI) B(95%CI) B(95%CI)
Uric acid
Inflection point(K) ‘ 0.578 0.571 0.588
<K effect size OR(95%CI) 1.438 (1.345,1.531) <0.001 1.197(1.108,1.285) <0.001 0.854(0.762,0.946) <0.001
>K effect size OR(95%CI) -1.088 (-2.24,0.065) 0.064 -0.849(-1.959,0.26) -0.893(-0.2101,0.316) 0.147
P for log likelihood ratio test <0.001 <0.001 <0.001

Hyperuricemia

Inflection point(K) 0524 0547 0573
<K effect size OR(95%CI) 5587 (4.652,6.712) <0.001 7.496 (6.176,9.099) <0.001 4.4 (3.528,5.488) <0001
K effect size OR(95%CI) 0.311 (0.082,1.182) 0.086 0.489 (0.109,2.191) 0349 0313 (0.044,2.242) 0247
P for log likelihood ratio test <0001 <0.001 <0.001

AIP, atherogenic index of plasma; BMI, body mass index; HTN, hypertension; LDL-C, low-density lipoprotein-cholesterol; TC, total cholesterol; OR, odds ratio. Model 1: univariable;Model 2:
age,sex, race; Model 3: age, sex, race, family poverty income ratio, BMI, waist circumference, education level, alcohol consumption status, smoking status, marital status, diabetes, HTN, serum
creatinine, coronary heart disease, heart failure, stroke, sedentary time, LDL-C, TC, glycohemoglobin, urine albumin/urine creatinine, urinary creatinine, urinary albumin.
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Variable Count Percent OR Lower Upper P value P for interaction

Overall 6419 100 4.06 3.39 4.87 : » <0.001

Sex : <0.001
Female 3247 50.6 6.66 5.03 8.83 . = <0.001
Male 3172 49.4 321 25 413 E - <0.001

Age group 0 0.212
20-39 years 2016 314 635 3.77 7.58 E - <0.001
40-59 years 2024 315 36 264 4.91 : - <0.001
60+ years 2379 371 3.83 284 517 = <0.001

Race : 0.174
Mexican American 841 131 253 1.44 445 = 0.001
Non-Hispanic Black 1309  20.4 508 3.36 7.68 : -_— <0.001
Non-Hispanic White 2625 40.9 479 3.62 6.34 E - <0.001
Other Hispanic 719 1i1:2 6.03 3.21 11.32 | —=— <0.001
Other/multiracial 925 14.4 6.06 3.72 9.87 E —-— <0.001

BMI group ; 0.001
Normal(18.5t0 <25) 1777  27.7 563 3.5 905 | -m— <0.001
Obese(30 or greater) 2436  37.9 209 1.61 273 El <0.001
Overweight(25 to <30) 2095 326 366 2.63 541 E - <0.001

Sedentary time group ! 0.068
<3 hours 741 1il=5 268 1.52 4.74 - 0.001
>6 hours 2801 43.6 499 3.83 6.52 E - <0.001
3-6 hours 2877 448 352 267 464 = <0.001

Smoke group 1 0.254
Current smoker 1260 19.6 396 262 5.98 : - <0.001
Former smoker 1658 24.3 3.34 236 472 = <0.001
Never smoker 3601  56.1 478 3.71 6.14 : - <0.001

Alg group : 0.544
Drinker 4606 71.8 423 342 5.22 | - <0.001
Non-drinker 1813  28.2 372 26 5.31 : - <0.001

Diabetes 0.108
Borderline 171 2.7 262 104 66 t-— 0.041
No 5387 83.9 419 3.41 5.14 E - <0.001
Yes 861 13.4 254 162 4 - <0.001

HTN : <0.001
No 3996 62.3 5.08 3.93 6.57 E - <0.001
Yes 2423 377 263 2.02 3.42 - <0.001

Heart failure E 0.354
No 6184  96.3 399 3.31 4.81 |- <0.001
Yes 235 )74 2074 .27 5.92 :‘I—- 0.01

Coronary heart disease E 0.337
No 6150 95.8 3.92 3.25 4.72 ] <0.001
Yes 269 4.2 591 261 13.36 E —— <0.001

Stroke : 0.223
No 6191 96.4 416 3.46 5.01 , - <0.001
Yes 228 36 244 106 563 = 0.036

Y T

1 20
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Healthy Diabetes

Correlation = P-value @ Correlation P-value

BMI -0.09 0.1050 0.08 0.0573

Biochemical Measurements

Glucose (mmol/L) -0.01 0.9104 -0.02 0.6248
Insulin (pIU/mL) -0.19 0.0006 0.15 0.0005
HbAlc (%) -0.19 0.0006 -0.04 0.3091
Total Cholesterol 0.09 0.1065 -0.01 0.7791
(mmol/L)

HDL Cholesterol 0.09 0.0910 -0.07 0.0901
(mmol/L)

LDL Cholesterol 0.10 0.0778 -0.05 0.2924
(mmol/L)

Triglyceride (mmol/L) -0.10 0.0614 0.08 0.0619

Insulin Resistance and Adiposity

Waist Size (cm) -0.09 0.1193 0.15 0.0006
Waist-to-Hip Ratio -0.07 0.2218 0.16 0.0002
HOMA-IR -0.17 0.0024 0.11 ‘ 0.0106
TyG Index -0.09 0.1257 0.06 ‘ 0.2065
7 TG/HDL Ratio 7 -0.12 0.0283 0.09 7 0.0445
TyG x BMI | -0.12 0.0318 0.10 ‘ 0.0215
TyG x -0.11 0.0466 0.15 0.0009
Waist Circumference
TyG x Waist-to- -0.09 0.1015 0.12 0.0060
Hip Ratio
Visceral Adiposity -0.12 0.0322 0.09 ‘ 0.0358

Index (VAI)

Lipid Accumulation -0.12 0.0320 0.14 0.0011
Product (LAP)

Atherogenic Index of -0.12 0.0280 0.09 0.0446
Plasma (AIP)

Body Fat -0.07 0.1842 0.11 0.0170
Percentage (%)

Blood Pressure (BP)

Average Systolic -0.08 0.1658 0.04 0.3124
BP (mmHg)
Average Diastolic 0.04 0.5232 0.00 0.9868
BP (mmHg)

Values in bold indicate statistically significant results (p < 0.05).
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Healthy Diabetes

T2 T2

Variables p-value p-value (0]

Overweight 077 0.42 0.82 056 1.86 0.07 1.96 0.05
High Glucose 134 051 1.66 025 0.82 043 096 0.88
High Insulin 059 0.18 0.23 <0.01 0.96 0.89 » 113 0.65
High HbAlc 030 <0.01 0.33 <0.01 1.07 078 0.84 0.46
High Total Cholesterol (TCH) 1.09 0.79 145 023 0.87 055 096 0.86
Low HDL 091 078 1.05 0.89 1.05 0.84 093 0.75
High LDL 128 0.40 151 0.17 0.70 0.11 072 0.13
High Triglycerides 0.82 0.62 037 0.03 123 036 157 0.04
High HOMA-IR 0.62 0.10 0.58 0.06 0.83 059 176 0.16
High TyG Index 136 029 1.60 0.14 126 0.80 0.68 0.62
High TG/HDL Ratio 036 038 0.39 0.42 L12 0.77 122 0.59
High TyG x BMI 0.96 0.90 0.94 0.84 1.69 0.02 150 0.08
High TyG x Waist Circumference 0.53 0.08 0.79 0.51 1.88 0.01 1.80 0.02
High TyG x Waist-to-Hip Ratio 048 0.07 0.39 0.02 0.84 058 116 0.64
High VAI 0.66 0.16 0.46 0.03 131 022 154 0.05
High LAP 047 0.03 0.49 0.03 161 0.03 157 0.04
High AIP 0.69 030 0.42 0.02 128 026 138 0.14
High Body Fat 092 0.79 0.97 0.92 1.87 0.01 172 0.02
Abdominal Obesity (Waist Size) 0.67 0.19 0.95 0.86 1.62 0.08 182 0.03
High Waist-to-Hip Ratio 056 0.11 0.68 028 0.87 058 1.96 0.01
High Average Systolic BP 099 0.99 0.72 037 175 0.02 121 0.40
High Average Diastolic BP 044 0.10 1.33 051 128 034 091 0.74
Metabolic Syndrome (MetS) 025 <0.01 | 0.23 <0.01 125 032 v 148 0.08

Values in bold indicate statistically significant results (p < 0.05).
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National Health and Nutrition

Examination Survey
2005-2018 (N=70190)

Participants were
included (N=42143)

Participants with uric acid
(including hyperuricemia)
(N=14947)

Participants in final
analysis (N=9439)

Excluded subjects age

younger than 18 from the
study (N=28047)

Subjects without uric acid, or
TG, or HDL measurements

were excluded
(N=27196)

Missing available covariates

subjects were excluded
(N=5508)
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subjects
(Control
vs Case)

Affected
blood
vessels

Case group definition

Research Conclusion

Sample type

(15) India

(55) Sweden

(16) Japan

(56) Canada

The total level
of FFA

(17) Spain

(57) China

(58) China

(59) China

(60) China

(18) America

(61) China

(62) China

FFA profile

(63) China

(64) Japan

(65) China

(66) China

1995

2000

2010

2011

2014

2016

2017

2018

2019

2020

2021

2011

2016

2017

2021

2022

164213

140343

2351

99:103

2020

51:34

103:59

45:50

79:84

40

1039:1606

70232

84:80

55:55

36:137

533144

35:68

134:126

Unmatched

Unmatched

Age-matched

Age, body mass
index, smoking
habits and
alcohol
intake-matched

Unmatched

Unmatched

Unmatched

Unmatched

Unmatched

Unmatched

Unmatched

Unmatched

Age and
sex-matched

Unmatched

Unmatched

Unmatched

Unmatched

Coronary

Coronary,
cerebrovascular

Coronary

Coronary

Carotid artery

Coronary

Coronary

Coronary

Coronary

Coronary

Coronary,
carotid artery

Coronary

Carotid artery,
femoral artery,
internal

iliac artery

Coronary,
cerebrovascular,
peripheral
vascular

Coronary

Carotid artery

Coronary

“Match refers to the consistency of certain characteristics between the case group and the control group.

Medial thickness of intima without plaque
segment [IMT]

Diagnostic electrocardiogram (ECG) changes or
‘meets the following two criteria:

Typical chest pain lasts for at least 20 minutes,
Abnormal creatine kinase levels should be at least
twice the upper limit of normal

Typical chest pain lasts for at least 20 minutes,
with abnormal creatine kinase levels at least twice
the upper limit of normal.

coronary angiography

CTnT 2 001 ng/L+other evidence

Coronary CT scan

coronary angiography

coronary angiography

graphy, Carotid ultrasound

coronary angiography

Carotid artery intima-media thickness, femoral
artery intima-media thickness, iliac artery intima-
media thickness

Using high-resolution color ultrasound
‘measurement,

Patients with IMT>1.0mm in any part and/or
plaques in the field of view without cl
‘manifestations

Defined as subclinical atherosclerosis
(subclinical atherosclerosis)

Clinical diagnosis includes coronary heart
disease, cerebrovascular disease, peripheral
vascular disease, and hypertension

Pathological Q waves are observed on the
electrocardiogram, and there are areas of viable
myocardial loss detected on imaging

Carotid artery ultrasound shows that the intima-
me thickness (IMT) f 1.2mm/IMT 2 1.5mm
and/or the formation of atherosclerotic plaques
are consistent

Acute myocardial infarction (M), asymptomatic
‘myocardial infarction, or previous coronary
artery surgery

Higher FFA levels seem to be a predictor of CHD
in diabetes patients, exceeding the effect of
abnormal lipoproteins.

High NEFA concentrations in healthy offspring
with a family history of diabetes were
significantly associated with their parents
‘myocardial infarction and stroke.

Serum NEFA levels independently predict the
extent of plaque segmental stenosis in diabetes
patients, but not in diabetes subjects.

Elevated plasma FFA concentration is associated
with increased risk of ischemic heart disease.

The presence of NEFA in the new intima of
diabetes plaque increased. The level of NEFA in
atherosclerotic plaque of diabetes was higher than
that of non-diabetes subjects. NEFA may occur
locally and lead to local inflammation.

The levels of FFA and hs CRP in serum are
closely related to type 2 diabetes and diabetes
with coronary atherosclerotic heart disease.

There is a positive correlation between serum
FFA levels and HDL levels in T2DM and the
control group.

T2DM combined with CHD coronary plaques
are mainly soft plaques and mixed plaques, with
extensive coronary artery lesions. Carotid
ultrasound shows that the more peripheral
vascular plaques and the more branches of
coronary artery lesions, the more severe the
lesions. Combining CCTA, carotid ultrasound,
hsC-RP, and FFA levels in clinical practice can

improve the diagnosis rate of T2DM complicated
with CHD,

FFA, Hey, CRP, FPG are positively correlated
with coronary heart disease in elderly patients
with type 2 diabetes.

“The increase in plasma FFA within the
physiological range observed in obesity and
T2DM induces endothelial activation, vascular
inflammation, and thrombosis markers in
healthy subjects.

Baseline FFA levels are associated with prognosis
in patients with DM and pre DM CAD,

Elevated FFA levels seem to be associated with
the presence and severity of CAD and CAP in
T2DM patients.

‘The serum FFA level s independently correlated
with severe coronary artery calcification and may
have a certain predictive ability for severe
coronary artery calcification. The DM group has
the strongest correlation.

Saturated fatty acids (C160, C18:
‘monounsaturated fatty acids (C18:1)

Total fatty acid (TFA) is associated with
subclinical atherosclerosis in type 2 diabetes and
s the most common

Significant influencing factors.

Comparison of fatty acid composition between
large vessel disease groups: TFA, MUFA, SFA,
and C16:0, C180, C18:1 significantly increased
with the severity of vascular disease.

PMI patients with DM have lower levels of EPA/
AA and DHA/AA. The use of statins may affect
DHA/AA, but not EPA/AA, so the EPA/AA ratio

is a better biomarker for evaluating
cardiovascular events.

1. The composition of blood free fatty acid
profiles in patients with T2DM combined with
AS and those with T2DM alone

In terms of differences, the levels of C16:0 and
C180 were significantly higher in patients with
‘T2DM alone.

2. C16:0 is the main influencing factor of
atherosclerosis in type 2 diabetes patients,
Significantly increase the risk of atherosclerosis.

Multivariate logistic regression analysis showed
that after adjusting for confounding factors and
other risk factors, dozens of FFAS were
independent risk factors for CHD.

Plasma

Serum

Serum

Plasma

serum and plaque

Serum

Serum

Serum

Serum

Plasma

Serum

Plasma.

Serum

Plasma

Serum

Serum

Serum

Plasma.
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Changes in plasma free fatty acid concentrations in cardiovascular subjects compared

Types of FFA with controls
66
Total FFA 1 X 5
Saturated FFA 1 '
C14:0, myristic acid 1

C15:0,pentadecanoic acid

C16:0, palmitic acid 1 1 1 1
C17:0,heptadecanoic acid 1
C18:0, stearic acid 1 1 1 1

C19:0, nonadecylic acid

C20:0, arachidic acid 1

C22:0, behenic acid T

C24:0, lignoceric acid

Monounsaturated FFA 1 ‘ 1

Cl4:1n-9,myristoleic acid

Cl16:1n-7,palmitoleic acid 1
C16:1n-9,cis-7 hexadecenoic acid 1
C17:1(cis-10), cis-10-heptadecenoic acid 1
C18:1n-9, oleic acid (OA) 1 1 T
Cl8:1trans-n-7, vaccenic acid 1

C19:1n-9,cis-10 nonadecenoic acid

€20:1n-9, gondoic acid 1

Polyunsaturated FFA
C16:2cis-9,12-hexadecadienoic acid
PUFA n-3 1

Cl18:3n-3,0-linolenic acid (ALA)

C20:5n-3, eicosapentaenoic acid (EPA) 1 di
C22:3n-3 docosatrienoic acid 1
€22:5n-3, docosapentaenoic acid 1
C22:6n-3, docosahexaenoic acid (DHA) 1 i
PUFA n-6 1

Cl18:2n-6, linoleic acid (LA)

C18:3n-6,y-linolenic acid (GLA)

C20:2n-6, eicosadienoic acid 1
C20:3n-6, dihomo-y-linolenic acid (DGLA) = 1
C20:4n-6, arachidonic acid (ARA) t
C22:4n-6, adrenic acid 1

Use 1 to indicate an increase in the concentration of FFAs and | to indicate a decrease.
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Total of 394 children and adolescents with
primary hypertension

Clinical assessment -
Nonpharmacologic
treatment: 204
A total of 190 patients required
antihypertensive drugs
Declined pharmacological
treatment: S

A total of 165 patients prescribed Prescribed Fosinopril: 12
amlodipine Prescribed Metoprolol: 8
Clinical and laboratory data collection

1 month

Responders (n=89) non-Responders (n=76)

Therapeutic efficacy assessment
Baseline clinical data comparison

Multivariate logistic analysis
Establishment of the nomogram model for
amlodipine therapeutic efficacy

Internal validation by bootstrap procedure
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Dependent
variable
Log visfatin* 0.105
Log visfatin** 0.098
Log visfatin*** 0.090
Log adropin* 0.030
Log adropin** 0.026
Log adropin*** -0.009
Log adiponectin® 0.066
Log adiponectin** 0.066
Log adiponectin*** 0.060

B, standardized regression coefficient.

“unadjusted regression model.

0.176

0.209

0.256

0.700

0.736

0.908

0.396

0.399

0.458

0.086

0.080

0.078

0.079

0.072

0.060

0.011

0.013

0.010

0.266

0.307

0317

0.311

0.353

0.440

0.891

0.871

0.900

**regression model adjusted for: age and menopausal status.

0.054

0.048

0.046

0.048

0.041

0.033

-0.028

-0.026

-0.028

0485

0.540

0553

0.537

0.596

0.665

0715

0.737

0.720

-0.075

-0.080

-0.077

-0.038

-0.040

-0.033

-0.428

-0.430

-0.429

regression model adjusted for: age, menopausal status, smoking, and alcohol consumption.

0.332

0.304

0.324

0.626

0.612

0.669

<0.001

<0.001

<0.001

0.072

0.065

0.065

0.052

0.045

0.038

-0.004

-0.001

-0.002

0.356

0.404

0.407

0.503

0.569

0.619

0.963

0.993

0.980

BSI

-0.012

-0.012

-0.008

0.011

0.010

0.025

-0.040

-0.039

-0.035

0.876

0.881

0916

0.883

0.900

0.748

0.606

0.621

0.653

0.044

0.036

0.019

0.043

0.034

0.003

0.027

0.031

0.023

0572

0.643

0.808

0.581

0.661

0.973

0725

0.696

0.778

0.050

0.041

0.045

0.064

0.058

0.058

-0.310

-0.314

-0.315

0.518

0.602

0.566

0.410

0.456

0.457

<0.001

<0.001

<0.001

BMI, body mass index; WC, waist circumference; REM, relative fat mass; VAL visceral adiposity index; WHIR, waist-to-height ratio; LAP, lipid accumulation product; BRI, body roundness

index; BSL, body shape index.
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Independent variable

Log visfatin [ng/ml]

Log adropin [pg/ml]

Log adiponectin [ng/ml]

B P p P p P
Age (years) 0.079 0.309 0.085 0.275 -0.030 0.695
I Menopausal age (years) ‘ 0.031 0733 0.085 0345 0.038 ‘ 0.674
Body mass (kg) ‘ 0.125 0.107 0.054 0.484 0.099 0.202
HbAIC (%) -0.007 0.933 -0.444 <0.001 -0.444 <0.001
FBG (mg/dl) ‘ -0.032 0.684 -0.322 <0.001 -0.322 <0.001
Insulin (WIU/L) -0.037 0.633 -0.450 <0.001 -0.450 <0.001
DBP (mm Hg) -0.041 » 0.601 -0.087 0.260 -0.015 0.848
Triglycerides (mg/dL) ‘ -0.037 0.637 0.050 0517 -0.327 <0.001
LDL (mg/dL) -0.143 0.064 -0.044 0.567 -0.044 0.567
TNE-o. (pg/ml) 0.080 0.301 0.033 0.670 -0.024 0.756
IL-6 (pg/ml) ‘ 0.154 0.047 0.028 0.722 -0.043 0.581
IL-beta (pg/ml) 0.046 0.554 0.121 0.117 0.055 0.479

HbAIC, glycated hemoglobin; FBG, fasting blood glucose; DBP, diastolic blood pressure; LDL, low-density lipoprotein; TNF-0,, tumor necrosis factor-alpha; IL-6, interleukin-6, p,

significance level.
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Dependent variable TC [mg/dL] HOMA-IR

B p B p
Log visfatin* -0.019 0.809 0.088 0.258 -0.023 0.767 -0.058 0.454 -0.096 0.217
Log visfatin** -0.017 0.833 0.090 0.255 -0.032 0.681 -0.055 0.483 -0.092 0.237
Log visfatin*** -0.012 0.877 0.076 0.341 -0.033 0.677 -0.067 0.397 -0.091 0.244
Log adropin* -0.042 0.586 -0.020 0.799 -0.106 0.172 -0.014 0.861 -0.101 0.193
Log adropin** -0.036 0.646 -0.012 0.875 -0.115 0.142 -0.004 0.964 -0.098 0.206
Log adropin*** -0.021 0.785 -0.041 0.602 -0.108 0.160 -0.026 0.743 -0.093 0.224
Log adiponectin’ -0.124 0.108 0.474 <0.001 -0.092 0.233 0.128 0.097 -0.503 <0.001
Log adiponectin** -0.130 0.097 0.479 <0.001 -0.092 0.243 0.125 0.113 -0.504 <0.001
Log adiponectin*** -0.127 0.107 0.482 <0.001 -0.091 0.250 0.120 0.131 -0.503 <0.001

B, standardized regression coefficient.
*unadjusted regression model.

*“*regression model adjusted for: age and menopausal status.

***regression model adjusted for: age, menopausal status, smoking, and alcohol consumption.

CRP, C-reactive protein; HDL, high-density lipoprotein; SBP, systolic blood pressure; TC, total cholesterol; HOMA-IR, homeostasis model assessment of insulin resistance.
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Dependent variable BMI < 30.0 kg/m? ( BMI > 30.0 kg/m? (n = 55)
BMI VAI BMI VAI
B B B B
Log visfatin 0.094 0326 0116 0224 0005 | 0957 0.070 0612 0.149 0277 0.161 0.240
Log adropin 0.188 0.047 0115 | 0227 -0.007 0945 0.137 0317 0.169 0219 0.204 0.134
Log adiponectin 0.056 0556 -0477  0.000 -0429  0.000 0.227 0.095 20310 0021 0.069 0618
Current non-smoking (n = 128) Current smoking (n = 39)
Log visfatin 0.096 0282 0110 0218 -0001 0994 0.124 0452 0.078 0636 0228 0.162
Log adropin 0.020 0826 -0038 0667 -0012 0891 0.156 0344 0.035 0833 0253 0.120
Log adiponectin 0074 0405 <0397 0.000 <0337 0.000 0.060 0715 0573 0000 0249 0127
No MetS (n = 78) Pre-MetS or MetS (n = 89)
Log visfatin 0.240 0.034 0153 0.181 0.046 0.688 0.061 0568 20.103 0336 0.028 0.795
Log adropin 0.165 0.149 -0.067 0560 0.150 0.189 0151 0159 0.029 0788 0.020 0.854
Log adiponectin 0.100 0383 <0197 0084 -0040 0729 0.058 0.588 0471 0.000 -0.406  0.000
Abdominal obesity (n = 128) No abdominal obesity (n = 39)
Log visfatin 0.094 0290 0086 0336 0.053 0553 0.102 0.536 0.048 0772 0.024 0.885
Log adropin 0011 0901 0079 0376 0.022 0.803 0.041 0.803 0.058 0725 0.105 0.525
Log adiponectin 0.130 0.144 -0544  0.000 -0366  0.000 -0.088 0594 0.066 0692 -0.010 0951
Perimenopause (n = 43) Postmenopause (n = 124)
Log visfatin 0.168 0282 0172 0269 20102 0517 0.068 0454 0017 0852 0.116 0.198
Log adropin 0.020 0901 0.038 0.810 0.097 0538 0.034 0711 0.082 0363 0.052 0.568
Log adiponectin 0240 0121 -0.550 0000 -0407 | 0.007 20.008 0926 0373 0000 0271 0002
HOMA-IR < 2.5 (n = 114) HOMA-IR > 2.5 (n = 53)
Log visfatin 0.050 0598 <0067 0476 0.006 0.949 0.198 0.155 0.086 0538 0.146 0295
Log adropin 0058 0538 0.034 0718 0.095 0317 0237 0.088 0.100 0477 0.060 0.669
Log adiponectin 0.037 0.692 0142 0132 -0103 0278 0.177 0.205 20515 0.000 0.381 | 0.005

BMI, body mass index; WC, waist circumference; REM, relative fat mass; VAL visceral adiposity index; WHIR, waist-to-height ratio; BRI, body roundness index; BSI, body shape index; LAP, lipid

accumulation product.
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Exposure

NIR group
Continuous NLR
Low

Medium

High

P for trend

Modell: non-adjusted; Modle2: HbAlc, course of diabetes were adjusted; Model3: Model2+sex,

Model 1
OR (95%CI) P
1.326 (1.138-1.546) <0.001
1
1.764 (1.255-2.478)0.001
2384 (1.626-3.497) <0.001

<0.001

Model 2
OR (95%CI) P
1.278 (1.098-1.488)0.002
1
1.704 (1.205-2.41)0.003
2.170 (1.468-3.207) <0.001

<0.001

age, eGER and BML.

Model 3

OR (95%CI)P
1.035 (0.947-1.13)0.449
1
1.613 (1.095-2.375)0.015
1.332 (0.855-2.077)0.205

0.219
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Agreed to participate
N=185

Exluded
l Missing data (n=17)
Research sample
N= 168
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Variables BMI

Normal weight Overweight Obesity
(n = 46) (n = 66) (n = 56)
M SD M SD M SD
Age 53.65 437 54.68 4.62 54.86 5.56 0878 0417
Age of menopause* 47.66 4.74 49.22 4.26 48.31 4.53 1.257 0.288
Time since menopause (years)** 8.06 5.65 7.16 4.36 8.64 553 0.998 0372
Glucose [mg/dl] 94.63 37.62 95.23 3624 89.19 17.74 0625 0537
TC [mg/dl] 205.80 36.49 210.89 30.93 204.89 3973 0503 0.606
HDL [mg/dl] 64.15 16.24 61.44 16.61 69.09 1879 3.003 0052
LDL [mg/dl] 12115 31.98 126.53 2938 115.01 35.67 197 ows
TG [mg/dl] 103.73 39.27 118.25 80.15 95.73 43.05 2233 0.110
CRP [mg/l] 3.51 9.55 251 3.26 2.60 3.63 0.466 0.628
HbAIC [%) 5.58 0.74 5.73 113 545 055 1.602 0205
Insulin [WIU/ml] 10.23 7.01 9.75 525 9.90 634 0.083 0920
HOMA-IR 243 1.92 255 2.67 233 202 0153 0.858
IL-beta [pg/ml] 146.19 249.11 148.80 247.64 126.48 238.50 0.142 0.868
TNF-o. [pg/ml] 4.46 5.14 4.34 4.52 6.57 11.33 1.538 0.218
IFN-ot [IU/ml] 0.14 0.56 0.14 0.33 0.10 0.19 0.174 0.840
1L-6 [pg/ml] 3119 127.61 38.82 105.88 85.26 180.04 2373 0.096
IL-1o: [pg/ml] 9.76 40.16 421 11.23 23.81 110.56 1319 0270
Visfatin [ng/ml] 457 328 5.07 3.88 5.43 409 0649 0524
Adropin [pg/ml] 448.96 297.99 575.43 42552 459.47 321.66 2255 0.108
Adiponectin [ng/ml] 11351.49 6599.47 10528.67 5899.04 11049.16 5913.14 0.263 0.769
SBP 123.00 17.93 123.35 17.69 123.54 19.67 0.011 0.989
DBP 78.22 9.93 78.08 10.00 76.11 12.14 0.667 0.515
WC [cm] 86.14 1110 90.22 11.58 92.57 15.10 3.248 ‘ 0.041
Height [cm] 163.96 629 163.14 647 160.55 747 3695 0.027
Weight [kg] 61.67 5.51 72.40 6.32 89.81 1517 103.75 <0.001
RFM 37.33 5.02 39.23 5.02 40.44 597 4.265 0.016
VAI 1.60 0.95 1.90 1.82 116 0.72 4.885 0.009
‘WhTR 0.53 0.07 0.55 0.07 0.58 0.10 5.146 0.007
LAP 3292 17.97 4114 26.70 38.16 2475 1.605 0204
PBF (%] 37.73 206 42.04 1.78 48.69 440 177.46 ‘ <0.001
VAT 295 113 322 119 311 122 0671 0513
Total VAT mass: [kg] 1.84 0.72 2.34 0.88 2.76 L10 12.528 <0.001
BSI 0.08 0.01 0.08 0.01 0.07 0.01 26.244 <0.001
CMI 0.96 0.59 1.24 117 0.89 0.56 2908 0.057
TG/HDL RATIO 0.92 0.45 0.98 0.71 0.92 0.61 0.190 0.827

**Data for fewer N than indicated in the table header, because not all women were already in the menopausal period.

TC, total cholesterol; HDL, high-density lipoprotein; LDL, low density lipoprotein; TG, triglyceride; CRP, C-reactive protein; HbALC, glycated hemoglobin; HOMA-IR, homeostasis model
assessment of insulin resistance; IL-6, interleukin-6; TNF-c, tumor necrosis factor-alpha; SBP, systolic blood pressure; DBP, diastolic blood pressure; WC, waist circumference; RFM, relative fat
mass; VAL visceral adiposity index; WHIR, aist-to-height ratio; LAP, lipid accumulation product; VAT, visceral adipose tissue; BRI, body roundness index; BSI, body shape index; CMI,
cardiometabolic index; M, mean; SD, standard deviation, N, whole cohort size; 1, number of participants in the subgroups, *Student’s t-test, p—significance level.
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