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UGT1A1 polymorphisms conferring increased risk of
irinotecan related neutropenia and diarrhea

Common UGT1A1 polymorphism and associated risk for irinotecan toxicity

Irinotecan
Classification Genotype  Phenotype UGT Irinotecan related

Enzyme neutropenia and
Activity diarrhea
Wild-type *1/*1 Normal +
metabolizer

Anti-tumor activity

UGT1Al1

Heterozygous *1/*28 Intermediate
*1/*6 metabolizer

Homozygous  *28/*28 Poor

*6/*6 metabolizer D

*6/*28

Biliary excertion
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UGT1A1 *28 polymorphisms is frequent in European
population

African European East Asian

ancestries ancestries ancestries
UGT1A1*28 43% 39% 16%

allele
UGT1A1*6 0.1% 1% 15%

allele
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A retrospective study of the prevalence of UGT1A1
polymorphisms in gastrointestinal cancer at West Virginia

University

Patients

N =266
Adults gastrointestinal cancer

patients
Diagnosed 1/1/2020-

6/30/2022
Eligible for chemotherapy

WestVirginiaUniversity.

Preemptive
pharmacogenomics test

OneOme RightMed

Retrospective analysis

Prevalance of UGT1A1
polymorphism

Irinotecan toxicity
Cost analysis




Overall prevalence of UGT1A1*28 polymorphism in GI
cancer patients in the Appalachian region is 51.5%

Demographic N (%)

Age (years) median [range] 66 [28-92]

Weight (kg) mean + SD 80.5 + 22.4

Female 119 (45)

Metastatic 146 (55)
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UGT1A1 *28 PHENOTYPE 3(50)

WV' WestVirginiaUniversity.



Future direction
Dose UGT1A1 genotype based irinotecan
therapy improve outcome ?

Irinotecan

. . Cost Response Survival
toxicity
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