©
2015 2017
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In this study, we investigated the relationship between the genetic variants

of disease candidate gene and the pathological phenotype information using Japanese elderly
consecutive autopsy cases.Several single nucleotide variations SSNVS) and copy number variants
(CNVs) were retrieved from genotyping by TagMan Assay system and Illumina exome-chip in about 2000
Japanese elderly consecutive autops¥ cases. All subjects met well-determined genotyping results and
appropriate availability of their clinical history including pathological phenotype information. We
were observed for the novel association between some genetic variants and cardiovascular disease or
any type of cancer in this study population. This is the first study analyzing the relationship
between genetic variants and pathological diagnosis diseases in this study population. Future
longitudinal studies are warranted to characterize the mechanisms by each genetic variant may affect
the development of diseases.
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Table 3. Associations between rs1746048 and MI, PAL and CSI in the logistic regression analysis
C/C+C/T vs. T/T C/C vs. C/T+T/T

Adjusted OR (95%CD) __ P-value Adjusted OR (95%CI) P-value
Myocardiallnfarction  0.863 (0.566-1.316) 0.494 1.072 (0.827-1.390) 0.598
PAI 0859 (0.553-1.336) 0.501 1.014 (0.777-1.324) 0916
CSI__0.918 (0.599-1.409) 0.696 1.025 (0.793-1.325) 0851
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Adjusted for age at death, gender, hypertension, diabetes, nyperlipidemia, smoking and alcohol
drinking. OR, odds ratio; Cl. confidence interval

Table 4. between rs1746048 and AAA. AF, and ASO in the logistic regression analysis
C/T+T/T vs.C/C T/T vs. C/T+C/C
Adiusted OR (95%CD) _P-value __Adjusted OR (95%CI) _P-value
Abdominal descending aortic aneurysm 2.003 (1.192-3365)  0.009 1.201 (0.560-2.578)  0.638
Atrialfibrillation 1112 (0.809-1529) 0512 2218 (1.423-3457) <0001
Arteriosclerosis obliterans _0.952 (0.551-1.645) _ 0.861 2201 (1.076-4.498)  0.031

Adjusted for age at death, gender, smoking and alcohol drinking. OR, odds ratio; Cl, confidence interval.
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(s::::"ber) Genetic model Site of Cacner Adjusted OR (95% C1) p-value
151652507 G/G+A/G vs. A/A(Ref.)  Total Cancer presence 130 (1.06-1.59) 0.013
rs1652507 G/G+A/G vs. A/A(Ref.)  Gastric cancer 1.52(1.09-2.10) 0.013
151652507 G/G+A/G vs. A/A(Ref.)  Lung cancer 1.43(1.02-2.01) 0.039
153798220 C/Cvs. T/C+T/T(Ref.)  Lung cancer 3.79(1.39-103) 0.009
153798220 C/Cvs. T/C+T/T(Ref.) Adenocarcinoma 3.70 (1.06-12.9) 0.040
153798220 C/C+T/Cvs. T/T(Ref.) Squamous cell carcinoma 1.92 (1.08-3.40) 0.027
151084651 A/Avs. A/G+G/G(Ref.)  Malignant lymphoma 1.78 (1.06-2.98) 0.030
157770628 C/Cvs. T/C+T/T(Ref.) _ Malignant lymphoma 3.43(1.15-10.2) 0.027

Gene name SNP ID Allele | Genetic model Disease OR (95% CI) P-value
Recessive 9.06 (3.20-25.76) >0.001
APOE | rs769449 | A/G
Dominant Aizheimer disease | 378 2:80-5.10) | »0.001
Recessive (Clinical diagnosis) 2.52(1.36-4.67) | >0.001
TOMM40 | 152075650 | A/G
Dominant 213 (1.63-2.78) | >0.001
Gene name | SNPID | Allele | Genetic model Disease OR (95% CI) | P-value
1769449 | A/G | Recessive 6.36 (1.92-21.03) | >0.001
APOE
1769449 | A/G | Dominant 3.64 (2.61-5.08) | >0.001
Recessive Azheimer disease | 258 (1:28-5.22) | 0011
rs2075650 | A/G (Pathological diagnosis)
Dominant 9 9 1.95(1.45-2.62) | »0.001
TOMM40
Recessive 0.50 (0.34-0.74) | >0.001
15157580 | A/G
Dominant 0.71 (0.520.97) | 0.032
Gene name| _SNPID | Allele | Genefic model Disease OR (95% CI)__| Pvalue
Recessive 3.33(0.99-11.14) | 0.062
APOE | rs769449 | A/G
Dominant Dementia 1.91(1.352.70) | >0.001
Recessive (Clinical diagnosis) |5 35 (1 32.4.68) | 0.015
TOMM40 | 52075650 | A/G
Dominant 1.45(1.08-1.95) | 0.015
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