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WFFER B OMEEE (J53C) ¢ Some children with acute lymphoblastic leukemia (ALL) or
lymphoblastic lymphoma (LBL) experience clinically important treatment-related adverse
effects. In the present study, to identify novel potential loci influencing the risk of
treatment-related hepatotoxicity during the maintenance phase, a genome-wide genotyping
analysis was performed in Japanese children with ALL or LBL. Genome—wide genotyping
uncovered a total of 28 candidate SNPs. rs1966862, in Rho GTPase—activating protein 24
(ARHGAP24), was the most significant of the candidates, and the genotypes of rs7403531
(RASGRP1) and some genes were also significantly associated with severe hepatotoxicity.
This study suggested rs1966862 (ARHGAP24) and the other SNPs to be predictive factors
for drug—induced hepatotoxicity during the maintenance phase in pediatric patients with
ALL or LBL.
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Table. Association of candidate genetic polymorphisms in the
whole genome with severe hepatotoxicity

Severe hepatotoxicity”

SNP Symbol Chr.” No (N=12) Yes (N=12)  Ped
rs1966862 (AAAG/GG)  ARHGAP24 4 0/6/6 6/5/1 009
rs5927825 DMD X

Boys (T/C) 4/2 2/3 n.s.

Girls (TT/TC/CC) 3/2/1 2/3/2 n.s.
rs741934 DMD X

Boys (C/T) 5/1 3/2 n.s.

Girls (CC/CT/TT) 3/2/1 4/3/0 n.s.
rs2047373 DMD X

Boys (T/C) 4/2 2/3 n.s.

Girls (TT/TC/CC) 3/2/1 2/3/2 n.s.
rs13424027 (CC/ICT/TT)  PARD3B 2 0/0/12 3/3/6 014
rs1156304 (AA/AC/CC) KCNIP4 4 2/317 7/4/1 .027
rs10255262 (AA/AG/GG)  SLC13A1 7 4/5/3 1/1/10 024"
rs381423 (GG/GA/AA) unidentified 10 2/6/4 7/5/0 .031°
rs7403531 (CC/CT/TT) RASGRP1 15 /500 3/4/5 033
rs7601117 (GG/GA/AA) TCF7L1 2 4/4/4 9/2/1 n.s.
rs4701693 (GG/IGA/AA)  ADAMTSI16 5 8/2/2 2/4/6 n.s.
rs989073 (AA/AC/CC) ITGA2 5 1/7/4 4/5/3 n.s.
rs4704356 (AA/AC/CC) IQGAP2 5 5/3/4 1417 n.s.
rs2227744 (GG/IGA/ADA)  F2R 5 3/4/5 6/6/0 n.s.
rs167772 (CC/CT/TT) AARS2 6 8/3/1 3/4/5 n.s.
152058965 (GG/GA/AA) unidentified 7 1/6/5 5/5/2 n.s.
rs1080333 (AA/AG/GG) ~ KCNB2 8 3/4/5 6/5/1 n.s.
rs1343452 (CC/CA/AA) LINGO2 9 0/4/8 4/3/5 n.s.
rs2393596 (CC/CA/AA) ANK3 10 0/7/5 3/2/7 n.s.
rs1377003 (AA/AG/GG) ~ NELLZ 12 47 3/6/3 n.s.
rs5907206 unidentified X

Boys (A/0) 2/4 2/3 n.s.

Girls (AA/AC/CC) 3/2/1 1/3/3 n.s.
rs35047755 (deletion +-) ARHGAP24 4 12/0 12/0 n.s.
rs35521695 (CC/CG/IGG)  ARHGAP24 4 12/0/0 12/0/0 n.s.
rs36067390 (GG/GA/AA)  ARHGAP24 4 12/0/0 12/0/0 n.s.
rs13106574 (TT/TC/CC)  SLC10A6 4 12/0/0 12/0/0 n.s.
rs17694522 (GG/GA/AA)  SLCI10A6 4 12/0/0 12/0/0 n.s.
rs989902 (AA/AC/CC) PTPN13 4 5/6/1 4/4/4 n.s.
rs2230600 (AA/AG/GG) ~ PTPN13 4 7/4/1 4/5/3 n.s.

2 Severe hepatotoxicity was defined as an elevation of the
maximum ALT level of > 300 IU/L.

» Chr.: Chromosome.

¢ Significant differences are indicated with italicized face and

an asterisk.

9n.s.: not significant.
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