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EER UGT1A1 See Not e 72

Result Footnote

f1: UGT1Al Genotyping Interpretation

I ndi cations for ordering:
- Determine sensitivity to irinotecan or rel ated conpounds.
- Confirma diagnosis of G| bert Syndrone.

Honmpbzygous UGT1Al (TA)7: Two copies of the UGT1Al *28 (TA)7 variant were detected predicting a poor
met abol i zer status. This is associated with decreased UGT1Al enzyne and increased risk for irinotecan
toxicity, nanely, neutropenia and diarrhea. Dose reduction is recommended. This genotype has been
reported to be associated with Glberts syndrome (benign famlial hyperbilirubinem a).

This result has been reviewed and approved by I
f2: EER UGT1Al

Aut hori zed individuals can access the ARUP Enhanced Report
with an ARUP Connect account using the follow ng Iink.

Your local lab can assist you in obtaining the patient
report if you don't have a Connect account.

|
Test Information
il: UGT1Al Genotyping Interpretation
BACKGROUND | NFORVATI ON: UDP d ucur onosyl t ransferase 1A1
(UGT1A1) Genotyping
CHARACTERI STICS: UGT1Al is responsible for the clearance of drugs (e.g., irinotecan)
and endobi otic conpounds (e.g., bilirubin). Irinotecan's major active and toxic
netabolite (SN-38) is inactivated by the UGI1AlL enzyne and then elimnated via the
bile. UGT1Al gene nutations cause accunul ation of SN-38, which may lead to
irinotecan-related toxicities (neutropenia, diarrhea).
CAUSE: Variations in TA repeat nunmber in the TATAAA el enent of the 5 UGT1Al- pronoter
affects transcription efficiency. The common nunber of repeats is six [(TA)6, *1
allele], while seven repeats [(TA)7, *28 allele] is associated with reduced
transcription activity. Honbzygosity for the (TA)7 allele is also associated with
G | bert syndrone (benign famlial hyperbilirubinenia).
ALLELES TESTED:. *36 allele, (TA)5;, *1 allele, (TA6; *28 allele, (TA)7 and *37
allele, (TA)S.
CLINICAL SENSI TIVITY/ SPECIFICI TY: Ri sk of irinotecan toxicity by genotype (Br J
Cancer. 2004; 91:678-82).
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| nf or mat i on

il:

UGT1Al Genotyping Interpretation
6/6 (*1/*1): diarrhea 17 percent; neutropenia 15 percent
6/7 (*1/*28): diarrhea 33 percent; neutropenia 27 percent
7/7 (*28/*28): diarrhea 70 percent; neutropenia 40 percent

ALLELI C FREQUENCY
*1(TA)6: Whites 0.61, Asians 0.84, African Americans 0.47
*28(TA) 7: Wiites 0.39, Asians 0.16, African Anericans 0.43

METHODOLOGY: Pol yrmerase chain reaction foll owed by size analysis using capillary
el ectrophoresi s.

ANALYTI CAL SENSI TIVITY AND SPECI FICI TY: Greater than 99 percent.

LI M TATIONS: Variations in the UGT1AlL gene, other than those targeted, will not be
detected. Clinical significance of the rare *36, (TA)5 and *37, (TA)8 alleles in
predicting irinotecan toxicities is not well established. Genetic and non-genetic
factors other than UGI1Al, nay contribute to irinotecan toxicity and efficacy.

Di agnostic errors can occur due to rare sequence variations.

This test was devel oped and its performance characteristics determ ned by ARUP
Laboratories. It has not been cleared or approved by the U S. Food and Drug
Admi nistration. This test was performed in a CLIA-certified |aboratory and is

i ntended for clinical purposes.

Counsel ing and inforned consent are recomended for genetic testing. Consent forns
are avail abl e onli ne.
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