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. . Repor t ed/
Procedure Resul t Units Ref Interval Accession collected Received Verified
HLA- B*58: 01 Genotyping, Allopurinol Hype Positive *f( 18- 347-900070 13- Dec- 18 13- Dec- 18 24- Dec- 18

10:49: 00 10:49:00 13:40:53

13- Dec- 18 10:49: 00 HLA- B*58: 01 Genot ypi ng, Al lopurinol Hype:
Result: Positive for the HLA-B*58:01 allele

Interpretation: The HLA-B*58:01 allele was detected in this patient. The presence of this allele increases risk
for allopurinol-induced severe cutaneous adverse reactions (SCAR), including Stevens-Johnson syndrone (SJS) or
toxic epidernal necrolysis (TEN). Allopurinol treatnent is contraindicated. Therapy should be discontinued
imrediately if synptons of SJS or TEN devel op. Alternative nedication should be used as first |line therapy.

O her genetic or non-genetic factors that may affect hypersensitivity to allopurinol are not identified. Rare
and undocunented alleles may occur which could lead to false positive or fal se negative results.

13- Dec- 18 10: 49: 00 HLA- B*58: 01 Genotypi ng, Allopurinol Hype:
Perforned at: UUHC. Histoconpatibility and | munogenetics, 417 Wakara Way, Ste. 3220, SLC, UT 84108

13-Dec-18 10:49:00 HLA-B*58:01 Genotyping, Allopurinol Hype:
BACKGROUND | NFORMATI ON: HLA- B*58: 01 Genotyping, Allopurino

Hyp
CHARACTERI STICS: Allopurinol is the nmost conmonly used drug for the treatnment of
hyperuricem a and gout. It inhibits xanthine oxidase, a key enzyme involved in uric acid
formati on. However, allopurinol is one of the nmbst common causes of |ife-threatening
severe cutaneous adverse reactions (SCAR), which include drug hypersensitivity syndrone,
St evens-Johnson syndrone (SJS) and toxic epidernmal necrolysis (TEN). The presence of HLA-
B*58: 01 allele shows strong association with allopurinol-induced SCAR, including TEN and
SJS. Although allopurinol-induced SCAR is rare with an estimated risk of 0.1-0.4 percent
in allopurinol users, the severity can be high, with a nortality rate of up to 25
percent. Synptons include rash, conbined with eosinophilia, |eukocytosis, fever,
hepatitis and progressive kidney failure. Due to the severity of adverse reactions, it is
recommended to test for the HLA-B*58:01 allele prior to initiation of the drug.

I NCl DENCE: HLA-B*58:01 allele frequency varies by ethnicity. In the US popul ation, the

hi ghest incidence at 5.3 percent is found in Asians, 3.8 percent in African Anmericans,
1.45 percent in Native Hawaiians or Pacific Islanders, 1.35 percent in Hi spanics, 1.19
percent in American Indians or Al aska Natives and 0.8 percent in Caucasians. Frequencies
may be higher in other countries, up to 20 percent in Singapore, Taiwan and anmong Han

Chi nese, 15.4 percent in India, 14.2 percent in Hong Kong, 12 percent in China and Korea,
11 percent in |Indonesia.

CAUSE: Al |l opurinol -i nduced SCAR, including SJS and TEN, is strongly associated with the
presence of one or two copies of HLA-B*58:01 allele. The nechanismis immune nedi ated and
i nvol ves direct interactions between the allopurine netabolite oxypurinol, and HLA-

B*58: 01, which may result in drug-induced changes in peptide presentation, allow ng
activation of self-reactive T | ynphocytes.

ALLELES TESTED: HLA-B*58:01 allele.

CLI NI CAL SENSI TIVITY AND SPECI FICITY: 71 percent sensitivity and 92 percent specificity,
overal |l nean val ues from pool ed populations (Yu KH at al, Int J Rheum Di s 2017). Hi gher
in populations with increased HLA-B*58: 01 all el e frequency.

METHODOLOGY: PCR fol | owed by Sequence Specific A igonucl eotide Probe Hybridization of
HLA- B | ocus.
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ANALYTI CAL SENSI TIVITY AND SPECI FICI TY: Geater than 99 percent.

LI M TATI ONS: Copy nunber of HLA-B*58:01 will not be reported. O her genetic and non-
genetic factors that influence allopurinol hypersensitivity are not eval uated. O her

rare, or novel alleles may occur which nay lead to fal se positive or fal se negative
results.
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