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NUDT15
20% NUDT15
20% C.
NUDT15 NUDT15  10% TPMT
1.3% MRP4  14% ITPA  13% 1
NUDT15 variant
OR:5.86 95%1C:2.50-13.60 P
161 =3.91x10°° 2 NUDT15 variant
uc 89 Ch 72 P=2.0x107*
103 (P=1.9x10"%) 3
DNA TagMan PCR NUDT15 homovariant 2
NUDT15(rs116855232)  TPMT(rs1142345) 3 NUDT15
MRP4(rs3765534) [1TPA(rs1127354) variant  6-TGN
NCI- P=0.36 4
CTCAE Grade2 (WBC<3000/mm*) 1 Genotype Allele
6_ Genotype allele 2:;52'6 4) t:\EBQ) &272) :—:‘e:a_llg;y
NUDT15 R139C
TGN o " wiomy B i e
T 3 (1( %) & 2 0 1
6_TGN HPLC TPA}:’II:\i;qe:(l;ency 10.2%
AA (wild type) 257 (97.3%) 86 70 101
8 o o ° 0
Allele frequency 1.30%
8 MRP4 G2269A
GIG (wild type) 196 (74.2%) 67 55 74
G/IA 63 (23.9%) 20 16 27
NUDT15 AR 5(1.9%) 2 1 2
Allele frequency 13.80%
ITPA C94A
CIC (wild type) 203 (76.9%) 72 56 75
CIA 55 (20.8%) 16 16 23
AA 6 (2.3%) 1 0 5
Allele frequency 12.7%
2
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Variables Odds ratio 95% CI P value
NUDT15 variant 5.38 1.91-15.2 0.001
TPMT variant 1.31 0.17-9.97 0.79
MRP4 variant 1.71 0.62-4.74 0.3
ITPA variant 0.77 0.24-2.45 0.66
6-TGNs 1 1.0-1.00 0.37
3 1IBD (n=161) NUDT15
NUDT15 genotype nW:1(2C7/C) ?:t:sezro (©m :z;ﬁo m P value

Leukopenia (WBC<3,000), n (%)

25 (19.6%) 18 (56%)

2 (100%) 1.7 x10°

Early leukocytopenia (within 8 week), n (%) 2 (1.6%) 2 (6.3%) 2 (100%) 1.03 x 107*
Grade4 (WBC<1,000) 0 0 2 6.8 x 10°®
Grade3 (WBC<2,000) 1 1 0
Grade2 (WBC<3,000) 1 1 0
no leukopenia 125 30 0

Late leukocytopenia (after 8 week), n (%) 23 (18.4%) 16 (53.3%) - 4.3x10%
Grade4 (WBC<1,000) 0 0 -

Grade3 (WBC<2,000) 3 1 -
Grade2 (WBC<3,000) 20 15 -
no leukopenia 102 14 -
Early severe hair loss, n(%) 0 0 2 (100%) -
4 n=45
NUDT15 genotype WT (C/IC) Hetero (C/T) Homo (T/T) P value
" 0.72 % 0.05 0.73 % 0.08 0.75
Initial dose of AZA (mg/kg/day) (n=25) (n=18) (n=2) 0.37
AZA dose at WBC nadir (mg/kg/day)
" " . 0.96 + 0.07 0.88 + 0.09 0.75
Patients with leukocytopenia (n=25) (n=18) (n=2) 0.26
6TGN levels at WBC nadir (pmol/8 x 10° RBCs)
N N N 370.6 = 34.4 367.8 £ 55.9 341
Patients with leukocytopenia (n=25) (n=18) (n=2) 0.4
N . 364.0 292.0 341
with early leukocytopenia (=2) (n=2) (n=2)
. . 3713 £ 375 382.9 + 64.5
with late leukocytopenia (n=23) (n=16) 043
. " 92+10 83*15 125 +75

Prednisolone dose at WBC nadir (mg/day) (=3) (n=10) (=2) 0.31
6-TGNs NUDT15

6-TGNs
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