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Table 1 Characteristics of study subjects by age

Variable Cases (%, n=41) Controls (%, n=30) p
Gender

Female 100 100
Age (years)

<40 0 10.0

40 —49 0 20.0

50 —59 24.4 43.3

60 —69 36.6 20.0

>T70 39.0 6.7 p<0.001*

Average age 67.1 £9.0 years 54.0 £11.6 years p<0.001#

* pvalue for chi-square test
# p value for t- test
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Table 2 Risk factors for gallbladder cancer in Hungary

Variable Cases Controls OR 95%Cl
Education (years) =41 =29
=16 3 8 Ref
11—156 15 16 2.5 0.5—-11.2
=10 23 5 12.3 2.3—63.4
Socioeconomic status =39 =23
High 25 22 Ref
Low 14 1 12.3 1.56—1014
Length of biliary colic (years) =15 =18
=12 11 17 Ref
>12 4 1 6.2 0.6—62.8
Parity =39 =27
<5 pregnancies 36 25 Ref
> 5 pregnancies 3 2 1.0 02— 6.7
Intestinal habit =37 =17
Diarrhea/normal 36 14 Ref
Constipation 1 3 0.1 00— 14
Obesity (BMI) =41 =30
=249 19 13 Ref
25.0—29.9 13 11 0.8 03— 24
=300 9 6 1.0 0.3— 3.6
Typhoid fever =41 =30
Negative self-report 40 30 Ref
Positive self-report 1 0 1.0 09— 1.0
Cigarette =41 =30
Non smokers 30 20 Ref
Smokers/ex-smokers 11 10 0.7 0.3— 2.0
Intake of pepper =41 =30
No 6 10 Ref
Yes 35 20 2.9 09— 9.2
Intake of red hot Hungarian
pepper =41 =30
No 11 24 Ref
Yes 30 6 10.9 3.56—33.8
Fresh fruit =40 =30
1—3 days per week 29 28 Ref
4—17 days per week 11 2 5.3 1.1—26.1
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Table 3 Adjusted odds ratios (ORs) in a conditional logistic regression multivariate

analysis®
(38 cases and 23 controls)

Risk factor OR 95%CI p

Age (years) 1.1 1.0—12 0.006
Hot Hungarian pepper consumption 10.3 1.8—57.7 0.008
Education (10 years or less) 15.7 0.8—318.4 0.073
Fresh fruits (four days or more/week) 5.0 0.6—40.8 0.135
Low socioeconomic status 0.8 0.0—29.0 0.895

*Based on the variables that demonstrated significance in univariate analyses.
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Table 4 Distribution of CYPI1A41 Mspl polymorphism

Controls Puwe Cases Puwe OR 95% CI
Men
A 42 (80.8) 4 (66.7) 1.0
B 10(19.2) 2(33.3) 2.1 0.3-13.1
C 0 0
0.44 0.62
Women
A 37 (77.1) 31 (83.8) 1.0
B 9 (18.7) 6(16.2) 0.8 0.3-2.5
C 2( 4.2 0
0.17 0.59
Total
A 79 (79.0) 35 (81.4) 1.0
B 19 (19.0) 8 (18.6) 1.0 0.4-2.4
C 2( 2.0 0
0.51 0.50

Puwz: p value for Pearson’s chi square test (Hardy-Weinberg equilibrium),
OR: odds ratio, 95% CI: 95% confidence interval.

Numbers in parentheses represent percentage.
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Table 5 Distribution of CYPIA41 Ile-Val polymorphism

Controls Puwe Cases Puwe OR 95% CI

Men

Te-Ile 43 (82.7) 4 (66.7) 1.0

Ile/Val 8 (15.4) 1(16.7) 1.3  0.1-13.6

Val/Val 1( 1.9 1(16.7) 10.8  0.6-206
0.41 0.17

Women

Tle-Ile 34 (70.8) 26 (70.3) 1.0

Ile/Val 13 (27.1) 10 (27.0) 1.0 0.4-2.7

Val/Val 1( 2.1 1( 2.7 1.3 0.1-219
0.85 0.97

Total

Tle-Tle 77 (77.0) 30 (69.8) 1.0

Tle/Val 21 (21.0) 11 (25.6) 1.3 06-3.1

Val/Val 2( 2.0 2(486 26  0.4-19.1
0.69 0.46

Puwe: p value for Pearson’s chi square test (Hardy-Weinberg equilibrium),

OR: odds ratio, 95% CI: 95% confidence interval.

Numbers in parentheses represent percentage.
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Table 6 Genetic alterations observed in gallbladder carcinoma from Niigata and Budapest

. 3 N
cas No. Histology p53 mutation ‘ ' K- ras Microsatellite
Type Grade Exon/codon Base change Amino acid mutation ° instability
change
N-1 pap Gl wild - - wild BAT25, BA26
N-2 adeno G1 5/32 AAG—GAG Lys—Glu wild BAT25, D25123
N-3 pap G1 wild - - wild BAT25
N-4 adeno Gl 6/193 CAT—AAT His—Asn wild BAT25, BAT26
N-5 adeno G2 5/140 ACC—ATC Thr—lle wild nd
5/166 TCA—ACA Ser—Thr wild
N-6 adeno G1 8/276 GCC—CCC Ala—Pro wild none
N-7 adeno G1 wild - - wild BAT25, D25123
N-8 adeno Gi wild - - wild none
N-9 pap G1 wild - - wild none
N-10 pap Gl wild - - wild none
N-11 pap G1 wild - - wild BA26
N-12 pap Gl 8/294 GAG—GAA Glu—Glu wild BAT25, BAT26
N-13 pap Gl wild - - wild D25123
N-14 adeno G2 8/280 AGA—AAA Arg—Lys wild BAT25, D25123
N-15 adeno Gl 7/238 TGT—CGT Cys—Arg wild nd
N-16 adeno Gi wild - - wild none
N-17 adeno G3 8/271 GAG—AAG Glu—Lys wild none
N-18 adeno G2 6/205 TAT-TGT Tyr—Cys wild none
N-19 adeno G1 wild - - wild D175250, D25123
N-20 adeno G2 7/231 ACC—ATC Thr—lle wild BAT25, D175250
N-21 adeno G2 5/160 ATG—-GTG Met—Val wild nd
6/220 TAT—AAT Tyr—Asn wild
N-22 adeno G3 wild - - wild none
B-1 adeno G2 7/24%9 AGG—ACG Arg—Thr wild BAT26
B-2 adeno G3 6/213 CAG—CGG Gin—Arg wild none
B8-3 adeno G2 wild - - wild none
B-4 adeno G2 wild - - wild none
B-5 adeno G2 wild - - wild none
B-6 adeno G2 wild - - wild BAT25
B-7 adeno G2 wild - - wild none
B-8 pap Gl wild - - wild none
B-9 adeno G3 wild - - wild nene
B-10 adeno Gl 6/219 CCC—-TCC Pro-—Ser wild nd
B-11 adeno G3 wild - - wild nd
B-12 pap G1 5/138 GCC—GCT Ala—Ala wild BAT25, D175250
5/167 CAG—CAA Gln—Gln wild
5/170 ACG—ACA Thr—Thr wild
B-13 pap G1 5/158 CGC—TGC Arg—Cys wild nd
6/223 CCT-TCT Pro—5Ser wild
B-14 adeno G3 6/210 AAC—AAT Asn—Asn wild nd
7/228 GAC—AAC Asp—Asn wild
B-15 adeno G2 wild - - wiid nd
B-16 adeno G3 wild - - wild none
B-17 adeno Gi wild - - wild none
B-18 adeno G1 wild - - wild BAT26
B-19 adeno G1 wild - - wild none
B-20 adeno G1 wild - - wild BAT25

N- : Niigata case, B- : Budapest case,

3 According to the tumor-node-metastasis (TNM) staging system; pap: papillary caricnoma, adeno: adenocarcinoma

b, codon 12
nd: not detected
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Fig. 1 Fragment pattern of case no. 1 (Table 6)
showing microsatellite instability at two loci ( BAT25 , BAT26).
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