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Relationship between prognosis of life and carotid thickening in people who
measured both ADMA and homocysteine
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Homocysteine and ADMA are recognized as risk factors for arteriosclerosis. A
total of 517 subjects were recruited from a population-based survey in 1999 in Tanushimaru, and we
measured fasting plasma Homocysteine and ADMA levels. We followed them up for over 20 years and

examined the effect on mortality using Cox proportional hazard regression model. Homocysteine and
ADMA were divided quintiles. In the Homocysteine and ADMA quintiles, we calculated the Hazard ratio
of all-cause death using the lowest quintile as the reference. in the Homocysteine quintiles, Hazard
ratio was significantly higher in the group with the highest homocysteine than in the group with
the lowest homocysteine after adjusted for age and sex. But No significance was found for ADMA. we
created the hierarchical model by division of Homocysteine and ADMA into quintiles.
this model showed the greater effect of combined Homocysteine and ADMA levels on all-cause death
rather than Homocysteine or ADMA alone.
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Table 1

Table 1

20 500 96.7 (
182 64
34
Characteristics of participants at baseline siratified by vital status.
Wariahles Tatal{n=500) Survivalin=318)  Death{n=182) p-value
Age (year) G2.8£105 5864092 JO1=EA4 =0.001
Sex (male), & 221 (44.2) 115 (36.2) 106 (58.2) <0001
Body mass index [kg/m?) 231432 23423 225232 0.002
Systolic blood pressure (mmHg) 134.7+19.4 131.8£17.8 13994209 0,001
Diastolic blood pressure (mmHg) 80.9£11.1 806£10.7 #13+£M8 0537
Total cholesteral {mg/dL] 19784348 20162337 191.3435.7 0.002
LDOL-cholesterol {mg/dL) 11984316 12274296 114.74343 0.009
HOL-cholesterol (mg/dL) 556+13.9 56.4+139 54.4+138 0120
Triglycerides’ {mg/dL) 98.5 [35-963) 98.7 [ 35-6492) 98.0 [ 36-963) 0.879
Fasting plasma glucose (mg/dL) 97.1£185 96.3£17.1 98.5£208 0227
Hba,, (&) (NGSP) 52208 52207 52209 0.533
Immunoreactive insulin (pU/mL) 437 (1-38) 4.44 (1-33) 427 (1-38) 0.475
Blood urea nitrogen (mg/dL) 16,0242 155435 169451 0,001
Creatinine (mg/dL) E5=0.18 0824015 091£022 <0.001
eGFR (ml/minf1.73m") 61.9£11.3 6374108 SEE=114 =0.001
Uric acid (mg/dL) 50215 48214 53216 0001
Intima-media thickness (mm) 0.70£019 0644016 0.79+0.20 0,001
Homocysteine [gemalL) © 10.2 (4.2-49.1) 96 (4.2-49.1) 11.4 (4.9-26.1) 0,001
Asymmetric dimethylarginine (umaol/L) " 048 (0.2-1.18) 046 (0.2-1.18) 0.50 (0.29-0.95) 0,001
Smoking [ves), % 80 (16.0] 41 (129) 39 (21.4) 0018
Alcohol intake (yes), ¥ 128 (256) 68 (21.4) 60 (33) 0.006
Hypertensive medication [yes), % 110 (x2.0) 53 (16.7) 57 (31.5) 0,001
Data are mean+50 or range, unless otherwise indicated.
T Logarithm-transformed values were used in analyses p-value: Survival vs. DeatheGFR, estimated glomerular fil-
tration rate; HOL, high-density lipoprotein; LDL, bow-density lipoprotein.
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Table 3

(Table 2)

Multivariate Cox proportional hazards regression analysis of all-cause death adjusted for age and sex.

Variables B SE HE [95% C1) p-value
Body mass index (kg/m?) -0069 0027 0933 (0.885-0983) 000
Systolic blood pressure (mmHg) 00D 0004 10009 (1.001-1.017)  0UO2E
DMHastolic blood pressure (mmHg) 006 0007 1006 [0.992-1.020) 0426
Total cholesterol (mg/dL) -0.006 0002 00 (0. 985-0.999) 001
LOL-cholesteral [mg/dL) -0.006 0003 094 (0.989-0999) 0022
HOL-cholesterol [mg/dL) -0005 0005 0995 (0.984-1.005) 0343
Triglycerides' (mg/dL) -0090 0167 0914 (0.659-1.268) 0591
Fasting plasma glucose (mg/dL) [iTiin] 0004 1004 [0.997-1.012) 0277
HbA,, (%) (NGSP) 0053 0103 1.034 (0.845-1.264) 0747
Immunareactive insulin (gU/mL) | 0124 0125 1132 [0.885-1.447) 0323
Blood wrea nitrogen (mg/dL) 0T 0018 1007 (0.972-1.042) 005
Creatinine {mig/dL) 0636 0486 1889 (0.729-4895) 0091
eGFR [mljminj1.73m?) -0007 0007 09493 (0.979-1.007) 0208
Uric acid {mg/dL) -0.005 0056 0952 (0.853-1.062) 0.375
Intima-media thickness (mm) 0555 0437 1742 (0.740-4.102) 0204
Homocysteine (@molfL) ' 0E06 0276 1832 (1.066-3150) 0U02B
Asymmetric dimethylarginine(gmol/L) © 0328 0311 1.389(0.755-2553) 001
Smoking status (0, no; 1, yes) 0637 026 1890 (1.263-2.830) 0002
Alcohol intake (0, no; 1, yes) 0246 0200 1279 (0.865-1.892) OB
Hypertensive medication (0, no; 1, yes) 0227 0165 12255 [0.907-1.735) 0aT

" Logarithm-transformed values were used in analyses.eGFR, estimated glomerular filtration rate;
HDL, high-density lipoprotein; LDL, low-density lipoprotein
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HRs and 95% Cls of all-cause death stratified by homocysteine guintiles at baseline.

Homocysteine | gemolfL)
Models Quintile 1 (42-8.0)  Quintile 2 (81-9.2) Quintile 3 (9.3-10.5) Quintile 4 (10.6-12.7) Quintile 5 (=12.8)
Total nao. 101 96 a7 100 99
Mo. of deaths 19 25 30 41 60
Model 1 Reference 1.500 (0826-2.723) 1799 (1.012-3.195) 2514 (1459-4331)"" 4701 (2.803-T.884) "
Maodel 2 Reference 1.267 (00604-2.310) 1474 (0LE24-2635) 1.292 (0.741-2253) 1.791 (1.027-3.124F
Model 3 Reference 1456 (0.794-2.667)  1.707 (0.950-3.067) 1.260 (0.722-2201) 1.845 (1.064-3.201

Muodel 1: not adjusted.
Muodel 2: adjusted for age and sex.

Model 3: adjusted for age, sex, systolic bleod pressure, total cholesterol, fasting plasma glucose, and smoking status.
Lp= 005, 0 p < 001, 20 p o< 0001
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Are Elevations of Asymmetric Dimethylarginine or Homocysteine Levels Associated with All-cause Death? The Longitudinal
Study from the Tanushimaru Survey
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