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Abstract: [ Objective | To investigate the association between the polymorphism of uridine diphosphate-
glucuronosyl transferase 1A1 (UGT1A1l) gene and the toxicity,efficacy of irinotecan (CPT-11)-based
chemotherapy in patients with metastatic colorectal cancer (mCRC) of Zhuang nationality in Guangxi.
[Methods ]The peripheral blood samples of 120 Zhuangpatients with metastatic colorectal cancer in
Guangxi were collected. The target gene fragments were amplified by polymerase chain reaction(PCR)
and UGT1A1%28/6 genotype was detected.The association of gene polymorphism with the toxicity and
short-term efficacy of CPT-11-based chemotherapy was analyzed. [Results JAmong 120 cases of
metastatic colorectal cancer,81 cases were UGT1A1#28 wild type (TA6/6),37 cases were heterozygous-
mutant type (TA6/7),2 cases were homozygousmutant type (TA7/7).And 93 cases were UGT1A1#6 wild
type(G/G),24 cases were heterozygous mutant type(G/A),and 3 cases were homozygous mutant type(A/
A).UGTIAT1*6 mutation (heterozygous + homozygous) increased the risk of grade 3-4 neutropenia and
delayed diarrhea (y*=6.172,P=0.017;x*=19.079, P<0.001).While UGT1A1%#28 mutation (heterozygous +
homozygous) increased the risk of grade 3-4 delayed diarrhea(y’=8.274, P=0.004). Combination of UGT-
[A1#28 and UGTIAI*6 genes,the probability of occurrence of grade 3-4 neutropenia and delayed diar-
thea in wild-type patients was significantly lower than that in single-point and double-point mutants(x*=
6.860, P=0.032;x*=10.277,, P=0.006).At the same time,compared with the wild type patients,the neu-
trophil count of single point mutation and double point mutation patients decreased significantly after
chemotherapy(P=0.003, P=0.000).There was no significant difference in overall response rate(ORR) and
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disease control rate(DCR) between wild type and mutant type patients(P=0.739; P=0.789).Combination
of two genes,there was no significant difference in ORR and DCR between wild type,single point mu-
tation and double point mutation(P=0.968 , P=0.865).[ Conclusion ] Dual point mutations of UGT1A1%*28
and UGTTA1*6 genes can increase the predictive value of severe myelosuppression and severe delayed
diarrhea of CPT-11 in patients with colorectal cancer of Zhuang. However, UGT1A1*28/6 gene poly-

morphism is not related to short-term efficacy.

Subject words:UGT1A1 gene polymorphism;Zhuang Nationality in Guangxi;Irinotecan ;colorectal

cancer ;drug therapy
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Table 1 Distribution of UGT1A1%28/6 genotype in 120 cases with colorectal cancer

UGT1A1*28 genotype

UGT1A1*6 genotype

Characteristics n
6/6 6/7+7/7 X P G/G G/A+A/A X P
Gender 0912  0.340 0.008  0.929
Male 72 51 21 56 16
Female 48 30 18 37 11
Age(years) 2.611  0.106 0.772  0.380
=60 49 29 20 36 13
<60 71 52 19 57 14
PS scores 1.192  0.275 0.908  0.341
0 44 27 17 32 12
1~2 76 54 22 61 15
Primary focus location 0.025 0.874 0.127  0.721
Colon cancer 48 32 16 38 10
Rectal cancer 72 49 23 55 17
Number of metastatic organs 0914  0.339 0.003  0.955
0~1 75 53 22 58 17
=2 45 28 17 35 10
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(P=0.008,P=0.001 ), Ifi] #. 5 9 72 B 15 X i, 598 728 Bl A6
HHE, Rl > 22 R R L (P=
0.670), W Figure 1,120 8 thJC 1 41 3 BLALST AH
REFENETE RN,
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Table 2 Relationship between UGT1A1 gene polymorphism and neutropenia

A8 B % 7F ORR M DCR | 2%

5O JE 0T ¥ (P=0.968, P=
0.865), UL Table 4,Figure 2,

3o #

UGTIAL &4 30 24 H
SR EA R 22 5, RILAE
AT | DX IR ] — B A ] R
W), BN Z BN EE .

Genotype n lj)il.;tropenla ;lii X OR(95%ClI)
UGT1A1*28 3.458 0.092 0.43(0.17~1.06)
6/6 81 68(84.0)  13(16.0)
6/7+7/7 39 27(69.2)  12(30.8)
UGT1A1*%6 6.320 0.012 0.25(0.09~0.67)
G/G 93 79(84.9)  14(15.2)
G/A + AJA 27 17(63.0) 10(37)
UGT1A1*28/%6 6.807 0.031 0.31(0.12~0.80)
Double wild type 74 63(85.1) 11(14.9)
Single variant 30 23(76.7) 7(23.3)
Double variant 16 9(56.2) 7(43.8)

Table 3 Relationship between UGT1A1 gene polymorphism and delayed diarrhea

KEMFREY, 5 CPT-11 % WA
KL RS2 RH 56 T 05 M e A% i SNP F

Delayed diarrhea(%)

TR ALF A 3 X TATA & 9

UGT1A1%28 & A # DL K UGT1A1
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A4 B ONHE ,UGT1A1%28 % A%
R L 3 60% L), A A RE
) 4l A 28 AR B 8 20% LA | AR

WA OB R 2% K A,

Genotype 0-2 3d 2 OR(95%CI)
UGT1A1*28 8.274  0.004 0.12(0.04~0.34)
6/6 81 73(90.1) 8(9.9)
6/7+7/7 39 27(69.2)  12(30.8)
UGT1A1*6 15.194 <0.001 0.40(0.16~0.98)
/G 93 84(91.3)  9(9.7)
G/A+A/A 27 15(55.6) 12(44.4)
UGT1A1%28/%6 10.277  0.006 0.34(0.13~0.92)
Double wild type 74 66(89.2) 8(10.8)
Single variant 30 25(83.3) 5(16.7)
Double variant 16 9(56.2) 7(43.8)
5.00 P=0.001 ——
— P=0.008 =
i T —  P=0.670 ——
3.00

Absolute number of neutrophils/10e9/L

2.00 .
1.00
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Figure 1 Absolute number of neutrophils in UGT1A1*28/%6
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Table4 Relationship between UGT1A1 gene polymorphism and short-term efficacy  J5 2204 i 57 7~ UGT1A1 3t

Genotype n ORR(%) X P DCR (%) X p W2 1EYS CPT-11 &I 52 v 1) A#H
UGT1A1%28 0.088 0.767 0421 0516 5 1EI3F 4 b1 220 [/ 17 76 BF
o % e o FEXE R CPT-11 (T % Rt
N . : s e A
UGTIA1*6 0.111 0.739 0072 0780 NI IRITEBCEEZ 5 A
GIG 93 38(40.9) 70(75.3) 5% i 78 ,UGTIA1%6 % A #l 1) £
G/A+A/A 27 12(44.4) 21(77.8) I 5% A CPT-11 1 #4826
UGTIAI*28/%6 0.064 0.968 0341 0865 e o w2 44 25 1) A
Double wild type 74 31(41.9) 56(75.7) s0Q [ T e
Sl et 30 12(40.0) 22(73.3) M UGTIA1*28 ik PN (1) 2 35 4%
Double variant 16 7(43.8) 13(81.2) 5ot N SR PR R TS (1) kA

Best percentage change from baseline in target lesion: all evaluable patients

escalation and expansion(n=120)
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Figure 2 Short-term efficacy of UGT1A1 gene polymorphism
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