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and Clinical Characteristics of Patients with Alcohol Dependence”
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| ABSTRACT I

O bjective[] This study was to explore the relation of genetic polymorphisms of ALDH2 and CYP2E1 to

clinical characteristics of alcoholic patients and alcohol induced liver damage.

Methods The genotype and allele frequencies of 128 male hospitalized patients who met DSM—[J
criteria for alcohol dependence were compared with 128 healthy male control subjects. The genetic informa-
tions of ALDH2 and CYP2E1 were identified with the technique of polymerase chain reaction and restriction
fragment length polymorphism. The clinical characteristics of the alcoholic patients were assessed and
analyzed in relation to the family history of alcoholism. For the relation of CYP2E1 genetic polymorphism to
the liver damage, the blood levels of various liver function indicators such as ALT, AST, and protein were
checked out.

Results[ 1) The alcoholic patients with the family history of alcoholism had the earlier onset of age
(p=0.001), the longer duration of illness(p=0.045), and higher NCA scores(p=0.018) than those without the
family history of alcoholism.

2) Most alcoholic patients were homozygous for ALDH2*1, compared to control subjects.(p=0.000)

3) There was no difference of CYP2E1 distribution between alcoholic patients and control subjects. How-
ever, alcoholic patients having mutant c2 allele showed higher alcoholism severity scores(p=0.004) and more
hospitalizations(p=0.014) than those having c1 allele.

4) There was no relationship between CYP2E1 genotype and the functional abnormalities of the liver.

‘0 000 000 20010 100 260 OO0 D000O000 00000000 00 00000,
"00000 0000 00000000
Department of Neuropsychiatry, College of Medicine, Chungbuk National University, Cheongju, Korea
00000 0000 000000
Department of Preventive Medicine, Chungbuk National University, Cheongju, Korea
TIAMAIOO0O, 361-711 00 000 000 000 62

00) (043) 269-6364, 0 0) (043) 267—7951 E—mail) iwchung@med.chungbuk.ac.kr



Conclusion[] This study suggests that ALDH2*1 is highly related with alcohol dependence. Also mutant c2
allele of CYP2EL is correlated with the severity of alcoholism and the number of hospitalization. But genetic
polymorphim of CYP2E1 seems to have no relation to liver damages.
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Table 1. Clinical characteristics according fo family history in alcoholic patients(Mean+ SD)

With Family Hx.(n=68) Without Family Hx.(n=60) t df p
Mean age(year) 42.4+ 7.6 45.0+ 8.0 1.849 126 0.067
Age of onset(year) 257+ 8.4 31.5+ 9.0 3.567 126 0.001
Duration of iliness(year) 16.5+ 7.9 13.5¢ 8.7 —2.021 126 0.045
Hospitalization(No.) 3.2+ 2.2 2.5+ 1.6 -1.971 122 0.051
NCA(score) 5.6+ 1.5 50+ 1.5 -2.395 126 0.018

analysed by independent t-test
NCAO National Council on Alcoholism



Table 2. Genotype and allele frequencies of ALDH2, CYP2E1 gene in alcoholic patients and control subjects

(No/%)

ALDHZ* Genotype Allele

NN ND DD N D
Alcoholics 127/99.2 1/0.8 0/0 253/99.6 1/0.4
Controls 63/48.4 54/43 11/8.6 180/70.3 76/29.7
CYP2E1** clcl clc2 c2c2 cl c2
Alcoholics 79/62.7 40/31.7 7/5.6 198/78.6 54/21.4
Controls 63/54.8 50/43.5 2/1.7 176/76.6 54/23.4

*0 significant difference between alcoholic patients and control subjects by chi-square test, p<0.05
**[] no difference between alcoholic patients and control subjects by chi-square test

Table 3. Clinical characteristics according to CYP2E1 gene polymorphism in alcoholic patients(Mean+ SD)

CYP2E1
df P
cl1 group(n=79) c2 group(n=47)
Age of onset(year) 28.9+ 9.0 27.6+ 9.1 0.386 1 0.536
Duration of illness(year) 15.3+ 8.0 15.1+ 9.1 0.844 1 0.844
Hospitalization(No.) 2.6+ 1.8 3.5+ 2.1 6.250 1 0.014
NCA(score) 50+ 1.5 58+ 1.4 8.640 1 0.004
With Family history 41/79(51.9%) 27/47(57 .4%) 0.583

c1 groupd those who had only c1 allele
c2 groupd those who had one or two c2 allele

Chi-square test were performed for family history and two-way ANOVA between CYP2E1 group and family

history were performed for the others

000 5.8+ 140 c2 000000 000 00 00O
00 0000 0000 00 000 00O0(by two—
way ANOVA, p<0.05). 00 00000 CYP2EL O
00000 26+ 1.8, CYP2EL 00000 35+ 2.10
c2 000000 000 00 0000 00 000 O
00 (by two—way ANOVA, p<0.05)(0 3).

3. CYP2E1 |UAE| WE 12y FT Hlu

000 000 0000 00 000 0oo0g el
OO0 c2000 OO OO0 aspartate aminotransferase
0 60.7+ 61.60 74.5+ 69.9, alanine aminotransf-
ersel] 34.9+ 31.90 45.8+ 40.7, alkaline phospha-
tasell 94.0+ 76.30 87.4+ 48.90 00O bilirubin
O 1.4+ 0.90 1.4+ 0.8, proteind 7.0+ 0.80 6.7+
0.8, albumind 4.0+ 0.80 4.0+ 0.70 OO0 0OOO
0 000 000 00 c1, c2000 0oooo oo
0 000 0000 ooo.

ni

uodd ooo 0ooo oooo ooo oo ooo

Table 4. Blood level of liver function indicator acc-
ording to CYP2E1 gene polymorphism in al-
coholic patients(Mean+ SD)

cl group c2 group
AST 60.7+ 61.6 74.5+ 69.9
ALT 34.9+ 31.9 45.8+ 40.7
Alkaline phosphatase  94.0+ 76.3 87.4+ 48.9
Bilirubin 1.4+ 0.9 1.4+ 0.8
Protein 7.0+ 0.8 6.7+ 0.8
Albumin 40+ 08 40+ 0.7

c1 groupd those who had only c1 allele

c2 groupd those who had one or two c2 allele

SDO standard deviation

There are no differences by independent Student t-
fest
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