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Associated factors for low dose aspirin induced gastrointestinal mucosal injury

Shiotani, Akiko
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Genome-wide analysis of single nucleotide polymorphisms (SNPs) was performed using
the Affymetrix DMET&#8482; Plus Premier Pack. In the validation study in overall 37 patients with small b
owel bleeding and 400 controls, 4 of 27 identified SNPs: CYP4F11l (rs1060463) GG (p=0.003), CYP2D6 (rs28360
521) GG (p=0.02), CYP24Al (rs4809957) T allele (p=0.04), and GSTP1 (rs1695) G allele (p=0.04) were signifi
cantly more frequent in the small bowel bleeding group compared to the controls. After adjustment for sign
ificant factors, CYP2D6 (rs28360521) GG (OR 4.11, 95% Cl. 1.62 -10.4) was associated with small bowel blee
ging. CYP4F11 and CYP2D6 SNPs may identify patients at increased risk for aspirin-induced small bowel blee
ing.
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n=400 (%)  n=37 (%)

(SD) 70.9(8.4) 72.1(10.3)
80 67(15.7)  8(23.5)
263(65.8)  24(73)
118(29.5)  9(24.3)

*ox 44(11) 13(35.1)
BMI (SD) 23.5(3.1) 23.0 (4.0)
* 294(73.5)  21(56.8)

88(22) 6(16.2)

ok 27(6.8) 9(24.3)

**  14(3.5) 6(16.2)
115(28.8)  11(29.7)

6 (1.5) 2(5.4)

* 104(26)  16(43.2)

111(27.8)  13(35.1)

PPI 145(36.3)  13(35.1)
H2 133(33.3)  9(24.3)
Ca 158(39.5)  11(29.7)
ACEl A 231(57.8)  20(54.1)

209(52.3)  15(40.5)
113(28.3)  13(35.1)

CYP24A1 18948 T (86.5% vs. 68%,
p=0.04), and GSTP1*Bc.313 G (37.9%
vs. 23.3%, p=0.04)
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CYP4F11 20043 3.08
GG vs GA & AA rs1060463  (1.48-6.39)
CYP2D6 -2178 2.35

GG vs GA & AA rs28360521 (1.15 - 4.80)

CYP24A1 18948 2.82
CT &TT vs CC rs4809957 (1.07-7.42)
GSTP1*Bc. 313 2.08

AG & GG vs AA rsl1695 (1.03-4.23)

NSAID** 12(3.0) 6(16.2)
p body mass index  BMI
unpaired t test, Mantel-Haenszel Chi
square *<0.05; **<0.001
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The CYPAF11 20043G>A (D446N)
4927T>C(11061)
CYPAF11 20043GG (70.3% vs. 43.5%, p=0.003),
CYP2D6 -2178GG (45.9% vs. 25.2%, p=0.02),
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( OR  8.46, 95k
Cl  3.09-23.2),
( OR6.59, 95%C. 1. 2.48-17.5),
( OR 3.59, 95%C.1.
1.41-9.14), CYP2D6 -2178 rs28360521 GG
(  OR4.11, 95%C.1. 1.62-10.4)

(
)
OR (95%CI)
xxx 8.46 (3.09 - 23.2)
**  6.59 (2.48- 17.5)
*x 3.59 (1.41 -9.14)
NSAID 1.66 (0.28 - 10.0)
CYP4F11 20043 GG 2.09(0.80 - 5.44)
CYP2D6 -2178 GG ** 4.11 (1.62 - 10.4)
CYP24A1 18948 3.40(0.90 - 13.0)
GSTP1*Bc.313 1.46(0.56 - 3.80)
P ,**<0.05; ***<0.01.
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