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Establishment of DNA-based diagnosis and elucidation of molecular mechanisms for
response and loss of response to infliximab at short or long period of
treatment against Crohn®s disease
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Infliximab (IFX) is a monoclonal antibody exerting the therapeutic
effect for Crohn’ s disease (CD). We examined an association study of 162 tag single nucleotide
polymorphisms in 32 candidate genes with response to IFX at the 10-weeks or l-year period of
treatment for Japanese 127 CD patients, identifying 6 and 9 IFX-responsibility genes at the 10-weeks

and 1l-year period, respectively.

Multivariate analyses and genetic tests revealed that the best combination of polymorphisms of
TRAF2 and TLR2 is useful as a biomarker for identifying responders to IFX at the 10-weeks period of
treatment. Likewise, a combination of polymorphisms of CD40, P2RX7, and CASP1 is most suitable for
identifying responders at the 1-year period of treatment against CD patients.
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(2) IFX 10
(2-1) 6 8 tag SNPs

ILIR1  rs3771200 (P=0.049) TRAFZ2 rs2784075 (P =0.004) rs3750512 (P=
0.033) CARDS8 rs11670259 (P=0.047) [IL1IB rs1143623 (P=0.025) TLR1
rs5743565 (P=0.023) rs5743604 (P=0.035) TLR2 rs13105517 (P=0.017)

(2-2) 2

TRAF2 152784075  G/G 5.7

A/A A/G 5.7 (P =0.026)
TLR2 rs13105517  A/A A/G 6.7
G/G 6.7 (P=0.027)
TRAF2 TLR2 IFX
(3) IFX 10
10 2
3

(3-1) TRAF2+ TLR2( 11.5)
(3-2) P TRAF2 (P 0.005)
(3-3) TRAFZ  ( 79.3%)
(3-4) TRAF2+ TLR2( 90.9%)
(3-5) TRAF2+ TLR2( 98.4%)
(3-6) TRAF2  ( 22.6%)

IFX 10

P (
TRAF2+ TLR2 53.4% 90.9%

98.4% 11.5 P 0.009
(4) IFX 1
(4-1) 9 14 tag SNPs

CD40  rs11569323 (P=0.006) TRAF3 rs4906267 (P=0.011) rs72704712 (P=
0.006) rs8012367 (P = 0.005) rs3783385 (P=0.014) P2RX7 rs3751143 (P=

0.001) CARD8 rs4389238 (P=0.012) CASP1 rs2282659 (P=0.002) TLR2
rs13105517 (P=0.004) TICAMI1 rs7255265 (P=0.038) [RAK4 rs4251513 (P =
0.030) rs4251580 (P =0.014) IKBKB rs10105951 (P=0.028) rs16891206 (P =
0.035)



(4-2)

CD40 rs11569323  T/T 14.3
c/C C/T 14.3 (P=0.037)
P2RX7 rs3751143  T/T T/G 7
G/G 7 (P = 0.045)
CARDS rs4389238  C/C 6.3 T/T
T/C 6.3 (P=0.024)
CASP1 152282659  G/G G/A 15.3
A/A 15.3 (P = 0.006)
CD40 P2RX7 CARDS CASP1 IFX
(5) IFX 1
1 4
11
(5-1) CD40 + P2RX7 + CASP1 ( 20.0)
(5-2) P CD40+ P2RX7+ CASP1 (P~ <0.0001)
(5-3) cD40  ( 97.9%)
(5-4) CD40+ P2RX7+ CASPI ( 94.7%)
(5-5) CD40+ P2RX7 + CASP1 (
98.1%)
(5-6) cD40  ( 66.7%)
IFX 1
P ( )
CD40 + P2RX7 + CASPI1 52.6% 94.7%
98.1% 20.0 P <0.0001
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