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[ Abstract] Objective To investigate uridine diphosphate glucuronosyltransferase( UGT) 1A1 gene polymorphism as the pre-
dictor of safety and efficacy of FOLFIRI regimen as second-line treatment in metastatic colorectal cancer(mCRC) patients. Methods
Peripheral blood mononuclear cells form the mCRC patients were separated before FOLFIRI chemotherapy and the UGT1 A1 genotypes
were determined by the fluorescence quantitative PCR-HRM method. The side effects and tumor response were evaluated using NCI-
CTC 3.0 and RECIST 1. 0 criterion, respectively. The correlation between UGT1 Al gene polymorphisms and side effects or objective
response rate( ORR) was subsequently analyzed. Progression free survival (PFS) was recorded and survival analysis was carried out by
Kaplan-Meier method for the impact of genotypes on PFS. Results The UGT1A1 genotypes in 38 consecutive patients were as follows :
UGT1ALI * 28 homozygous wild-type TA6/6(31 cases, 81.6% ), heterozygous mutant-type TA6/7 (2 cases, 5.3% ) , homozygous mu-
tant-type TA7/7(5 cases, 13.2% ); UGT1Al * 6 wild-type G/G (28 cases, 73.7% ), heterozygous mutani-type G/A (8 cases,
21.1% ), homozygous mutant-type A/A(2 cases, 5.3% ). For the incidence rate of grade 3 to 4 delayed diarrhea and neutropenia,
the rates were significantly lower in patients of UGT1A1 * 28 TA6/6 wide-type genotype than those of TA6/7 and TA7/7 mutant-type
genotypes( P <0.05). The rate was significantly lower in patients of UGTIAl * 6 G/G genotype than that of G/A and A/A mutant-
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type genotypes( P <0.05). No significant difference of either ORR or PFS was observed among different genotypes( P >0.05). Con-

clusion For FOLFIRI regimen as second-line chemotherapy in mCRC patients, the UGT1A1 * 28 and UGTI ALl * 6 locus mutations

can be regarded as predictors for irinotecan-associated severe delayed diarrthea and neutropenia, whereas no association between

UGT1ALl gene polymorphism and efficacy is observed.
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AW, CPT-11 S5 HUR B E (5-FU ) /3 i 2 55
(LV) B BN #E R P45 B 9 (mCRC) B FREAL ST
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%1 UGTIAl ARALERRER X EZ[H(%) ]

R UGTIAL =28 b : UGTIAL %6 »
TA 6/6 TA 6/7 TA 7/7 G/G G/A A/A
ICRE <0.05 <0.05
0% 17(54.9) 0(0) 0(0) 18(64.3) 2(25.0) 0(0)
1~2% 10(32.3) 1(50.0) 1(20.0) 7(25.0) 1(12.5) 1(50.0)
3~4 % 4(12.9) 1(50.0) 4(80.0) 3(10.7) 5(62.5) 1(50.0)
r P 24 B 2 <0.05 <0.05
0% 10(26.3) 1(50.0) 1(20.0) 10(35.7) 1(12.5) 1(50.0)
1~2% 14(45.2) 0(0) 0(0) 15(53.6) 2(25.0) 0(0)
3~4 % 7(22.6) 1(50.0) 4(80.0) 5(17.9) 6(75.0) 1(50.0)
2. >0.05 >0.05
0% 20(64.5) 1(50.0) 3(60.0) 21(75.0) 6(75.0) 1(50.0)
1~2% 11(35.5) 1(50.0) 2(40.0) 7(25.0) 2(25.0) 1(50.0)
3~4 %% 0(0) 0(0) 0(0) 0(0) 0(0) 0(0)
Mg it >0.05 >0.05
0 %% 16(51.6) 1(50.0) 2(40.0) 16(57.1) 5(62.5) 1(50.0)
1~2% 10(32.3) 1(50.0) 2(40.0) 10(35.7) 2(25.0) 1(50.0)
3~4 % 5(16.1) 0(0) 1(20.0) 2(7.1) 1(12.5) 0(0)
MM >0.05 >0.05
0% 13(41.9) 0(0) 3(60.0) 18(64.3) 6(75.0) 1(50.0)
1~2% 16(51.6) 1(50.0) 1(20.0) 9(32.1) 1(12.5) 0(0)
3~4% 2(6.5) 1(50.0) 1(20.0) 1(3.6) 1(12.5) 1(50.0)
Ny >0.05 >0.05
0% 13(41.9) 1(50.0) 2(40.0) 17(60.7) 3(37.5) 1(50.0)
1~2% 15(48.4) 1(50.0) 3(60.0) 9(32.1) 4(62.5) 1(50.0)
3~4 % 3(9.7) 0(0) 0(0) 2(7.1) 1(12.5) 0(0)
zh >0.05 >0.05
0% 13(41.9) 0(0) 3(60.0) 14(50.0) 3(37.5) 0(0)
1~2% 17(54.9) 1(50.0) 1(20.0) 13(46.4) 4(50.0)  2(100.0)
3~4 % 1(3.2) 1(50.0) 1(20.0) 1(3.6) 1(12.5) 0(0)

%2 UGTIAl ARA L5 BET T LR H(%) ]

, UGT1A1 28 UGTIAL %6
T TA 6/6 TA 6/7 TA 7/7 G/G G/A A/A
CR 0(0) 0(0) 0(0) 0(0) 0(0) 0(0)
PR 5(16.1) 0(0) 1(20.0) 4(14.3) 1(12.5) 1(50.0)
SD 13(41.9) 1(50.0) 2(40.0) 14(50.0) 3(37.5) 0(0)
PD 13(41.9) 1(50.0) 2(40.0) 10(28.6) 4(50.0) 1(50.0)
RR 5(16.1) 0(0) 1(20.0) 4(14.3) 1(12.5) 1(50.0)
DCR 20(64.5) 1(50.0) 3(60.0) 18(64.3) 4(50.0) 1(50.0)

2.4 UGTIAl AW At PFS ¢9%7m  UGTIAL x28 75l 4.1 ~H 3.5 NHM 4.3 MH =275
(1) TA6/6 \TA6/7 Il TAT/7 FEPIBIAYH AL PFS 23500 i (P >0.05) , 21 BR#EAT & T Wi 1k 1k
4.04.2 M43 MH EZRTHEITFEX(P>0.05),  JFEENPALPES Jy4.5 DA B TR E TS
UGTIAL 6 1 G/G.G/A Fl A/A FEFAIR A7 PES B9 3.9 DHAEKEHE, WK 2,
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