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Abstract
Influence of genetic variation in UGT1A1 gene on drug
responsiveness and adverse drug reaction in people receiving

irinotecan chemotherapy

Thanida Theingsakul, Nuenghathai Dumudom
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Irinotecan, an anticancer drug, is used for the treatment of metastatic colorectal
cancer. The polymorphism of uridine diphosphate glucuronosyltransferase 1A1 gene
(UGT1AT1) is involved in the metabolism of irinotecan. This meta-analysis was done to
evaluate the association of UGTTA7T*6 and UGT1A71*28 polymorphism on clinical outcome
of irinotecan and irinotecan-induced severe toxicities. We searched literatures in PubMed
and Scopus in September 2016. Twenty studies were included. UGTTA7*6 and
UGT1A1*28 polymorphisms were associated with increased risk of irinotecan-induced
severe toxicities, but there are no association in objective response rate (ORR). Patients
with AA, *1/°28 and *28/*28 genotypes had a significantly higher risk of severe
neutropenia than that of patients with wild-type (AA vs GG OR = 2.46, 95% CI 1.16, 5.20;
*1/28 vs *1/*1 OR = 1.78, 95% CI 1.31, 2.41; *28/*28 vs *1/*1 OR = 4.37, 95% Cl 2.83,
6.76 respectively). The risk of severe diarrhea was significantly higher in patients who
carrying UGT1A71*6 and UGT1A1*28 alleles than those with a wild-type genotype (GA vs
GG OR = 2.14, 95% CI 1.09, 4.20; AA vs GG OR = 3.72, 95% CI 1.57, 8.84; *1/*28 vs
*1/*1 OR = 1.75, 95%CI 1.06, 2.88; *28/28 vs *1/*1 OR = 1.99, 95%CI 1.20, 3.31
respectively). Subgroup meta-analysis was conducted according to ethnicity. For patients
who carrying UGT1A1*28 allele, we found only Asians have a higher risk of severe

diarrhea than that of patients with wild-type genotype.



