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( PREPARE ) #t3% ° - Wi# 2023 8K M Lancet - ER—ERRE - AIEMERKRFE -
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( Clinical Decision Support System, CDSS ) &3
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A BBEAESER - ZEBHBRIRIERECRER - KRIRK A SEZETRZEYHERN
M3 /NME ( pancytopenia ) - 5E{LUH azathioprine £ - FIIL{FZE - {F225 X1 - M
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(6-TGN) £/ #HY - 6-TGNNH W BREP G &E 4% 5 9 — @ & ¥ 6-thioguanine
triphosphate ( 6-TGTP ) - Ibar E2&EMANEI Racl protein MEEAM S M KR ZEHIHIHY
¥R - [EER Nudix hydrolase 15 (NUDTI15 ) BB EE A EHR 6-TGPT iR AIEE 4
# 6-thioguanine monophosphate (6-TGMP) - # M R EZZEY RS 4 - E I NUDT15
EMEREEE BER MG/ E - BhHE MR E - BENFINERSLEES - HER
B AEEf (Caucasian ) - HEERZ A ( genetic polymorphism ) B NUDT15 BfmA
TR E# ( East Asian ) P ESERES - EILIER AEEMH azathioprine KEHEZE%

Drug Safety Newsletter 2024 December vol.88



EEBBEINGIKERE 2 -

ARERALSEBHRATRUIEETNGS EREE - 45X NUDTL5 : *1/*3 8
intermediate metabolizer - TPMT : *1/*1 %& normal metabolizer - Bl Clinical
Pharmacogenetics Implementation Consortium ( CPIC ) &z E7A TPMT s NUDT15 &
MENRZ EFEREEEYE  FZ2REHEE2ZEHEMN 30% ~ 80% HEZER 10%
. azathioprine EABSENENINRERANBZEES 1-3 mg/kg/day™'® - %5
NUDT15 intermediate metabolizer EEMEA - HEEGRHER —REZET=E=M 30% ~
80% - t#hZ 0.3 ~ 24 mg/kg/day - ZmEMOIEERHEREBSMENERARKE
R EF B REETIRAITNWEN ER ( pre-emptive pharmacogenetic ) # - i 1E
PUETTHZET|SRE - o Z3BEEY - ITReEERIFHR -

=+
=

4

"

ERA LEAZSERGRRIAHEY AR REZHMAREN AL - HREGRZ 2404
BEERMENERRE - SAE - BEORA - RARERNERBRERENMIE - BeEb - D=
MEHEEREZEA - F%%%EE%%ﬂi%?"‘%%%ﬁ%ﬂﬂ-ﬁﬂﬁﬁ%ﬁ%ﬁ/\%ﬂﬁ%ﬁ%im‘%
HE BRREARNE  BERBVHEEEERSL  DIEIRAGKRREREEAEZEN
BHERER -

e

AX RS ERERERNREREMREREEABE SR RGBIRREFIRERE
R UREXER "BUZMERBAZGEARARBE ZRBEREBMRRTE ., 518
1T E B F Bh U SRR - SEUEENGE

X!

o BEEN :

1. Mallal, S., et al., HLA-B*5701 screening for hypersensitivity to abacavir. N Engl J Med, 2008.
358(6): 568-79.

2. Pirmohamed, M., et al., A randomized trial of genotype-guided dosing of warfarin. N Engl J
Med, 2013. 369(24): 2294-303.

3. Coenen, M.J, et al., Identification of Patients With Variants in TPMT and Dose Reduction
Reduces Hematologic Events During Thiopurine Treatment of Inflammatory Bowel Disease.
Gastroenterology, 2015. 149(4): 907-17.e7.

4. Claassens, D.M.F, et al., A Genotype-Guided Strategy for Oral P2Y(12) Inhibitors in Primary PCI.
N EnglJ Med, 2019. 381(17): 1621-1631.

5. Henricks, LM,, et al., DPYD genotype-guided dose individualisation of fluoropyrimidine therapy
in patients with cancer: a prospective safety analysis. Lancet Oncol, 2018. 19(11): 1459-1467.

6. Elliott, LS. et al, Clinical impact of pharmacogenetic profiling with a clinical decision support
tool in polypharmacy home health patients: A prospective pilot randomized controlled trial.

Drug Safety Newsletter 2024 December vol.88



10.

11.

12.

13.

14.

15.

16.

PLoS One, 2017.12(2): e0170905.

Finkelstein, J., et al., Pharmacogenetic polymorphism as an independent risk factor for frequent
hospitalizations in older adults with polypharmacy: a pilot study. Pharmgenomics Pers Med,
2016.9:107-116.

Brixner, D, et al., The effect of pharmacogenetic profiling with a clinical decision support tool on
healthcare resource utilization and estimated costs in the elderly exposed to polypharmacy. /
Med Econ, 2016.19(3): 213-28.

Jesse J Swen, Cathelijne H van der Wouden, Lisanne EN Manson et. al., A 12-gene
pharmacogenetic panel to prevent adverse drug reactions: an open-label, multicentre,
controlled, cluster- randomised crossover implementation study. Lancet 2023; 401: 347-56.
Jarvis, J.P, et al., Real-World Impact of a Pharmacogenomics-Enriched Comprehensive
Medication Management Program. J Pers Med, 2022.12(3):421.

Dean, L. and M. Kane, Mercaptopurine Therapy and TPMT and NUDT15 Genotype, in Medical
Genetics Summaries, V.M. Pratt, et al., Editors. 2012, National Center for Biotechnology
Information (US): Bethesda (MD)

Khaeso, K., et al., Meta-Analysis of NUDT15 Genetic Polymorphism on Thiopurine-Induced
Myelosuppression in Asian Populations. Front Pharmacol, 2021. 12: 784712.

Yang, SK., et al, A common missense variant in NUDT15 confers susceptibility to thiopurine-
induced leukopenia. Nat Genet, 2014. 46(9): 1017-20.

Relling, M.V, et al., Clinical Pharmacogenetics Implementation Consortium Guideline for
Thiopurine Dosing Based on TPMT and NUDT15 Genotypes: 2018 Update. Clin Pharmacol Ther,
2019. 105(5): 1095-1105.

Ashraf, V.V, et al., Myasthenia gravis in children: a longitudinal study. Acta Neurol Scand, 2006.
114(2): 119-23.

Lindner, A., B. Schalke, and K.V. Toyka, Outcome in juvenile-onset myasthenia gravis: a
retrospective study with long-term follow-up of 79 patients. / Neurol, 1997. 244(8): 515-20.

Drug Safety Newsletter 2024 December vol.88





